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Connecting via Winsock to STN 



Welcome to STN International! Enter x:x 

LOGINID:SSPTANAG1626 

PASSWORD: 

TERMINAL (ENTER 1, 2, 3, OR ?):2 



★ * * 


★ * 


* * 


* ★ 


* Welcome to STN International ********** 


NEWS 


1 






Web Page URLs for STN Seminar Schedule - N. America 


NEWS 


2 






"Ask CAS" for self-help around the clock 


NEWS 


3 


OCT 


23 


The Derwent World Patents Index suite of databases on STN 










has been enhanced and reloaded 


NEWS 


4 


OCT 


30 


CHEMLIST enhanced with new search and display field 


NEWS 


5 


NOV 


03 


JAPIO enhanced with IPC 8 features and functionality 


NEWS 


6 


NOV 


10 


CA/CAplus F-Term thesaurus enhanced 


NEWS 


7 


NOV 


10 


STN Express with Discover! free maintenance release Version 










8.01c now available 


NEWS 


8 


NOV 


20 


CA/CAplus to MARPAT accession number crossover limit increased 










to 50,000 


NEWS 


9 


DEC 


01 


CAS REGISTRY updated with new ambiguity codes 


NEWS 


10 


DEC 


11, 


CAS REGISTRY chemical nomenclature enhanced 


NEWS 


11 


.DEC 


14 


WPIDS/WPINDEX/WPIX manual codes updated 


NEWS 


12 


DEC 


14 


GBFULL and FRFULL enhanced with IPC 8 features and 










functionality 


NEWS 


13 


DEC 


18 


CA/CAplus pre-1967 chemical substance index entries enhanced 










with preparation role 


NEWS 


14 


DEC 


18 • 


CA/CAplus patent kind codes updated 


NEWS 


15 


DEC 


18 


MARPAT to CA/CAplus accession number crossover limit increased 










to 50,000 


NEWS 


16 


DEC 


18 


MEDLINE updated in preparation for 2007 reload 


NEWS 


17 


DEC 


27 


CA/CAplus enhanced with more pre-1907 records 


NEWS 


18 


JAN 


08 


CHEMLIST enhanced with. New Zealand Inventory of Chemicals 


NEWS 


19 


JAN 


16 


CA/CAplus Company Name Thesaurus enhanced and reloaded 


NEWS 


20 


JAN 


16 


IPC version 2007.01 thesaurus available on STN 


NEWS 


21 


JAN 


16 


WPIDS/WPINDEX/WPIX enhanced with IPC 8 reclassification data 


NEWS 


22 


JAN 


22 


CA/CAplus updated with revised CAS roles 


NEWS 


23 


JAN 


22 


CA/CAplus enhanced with patent applications from India 


NEWS 


24 


JAN 


29 


PHAR reloaded with new search and display fields 


NEWS 


25 


JAN 


29 


CAS Registry Number crossover limit increased to 300,000 in 



multiple databases 



NEWS EXPRESS NOVEMBER 10 CURRENT WINDOWS VERSION IS V8.01c, CURRENT 
MACINTOSH VERSION IS V6.0c(ENG) AND V6.0Jc(JP), 
AND CURRENT DISCOVER FILE IS DATED 25 SEPTEMBER 2006. 

NEWS HOURS STN Operating Hours Plus Help Desk Availability 

NEWS LOGIN Welcome Banner and News Items 

NEWS IPC8 For general information regarding STN implementation of IPC 8 

NEWS X25 X.25 communication option no longer available 

Enter NEWS followed by the item number or' name to see news on that 
specific topic. 

All use of STN is subject to the provisions of the STN Customer 
agreement. Please note that this agreement limits use to scientific 
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research. Use for software development or design or implementation 
of commercial gateways or other similar uses is prohibited and may 
result in loss of user privileges and other penalties. 

************** STN Columbus *************** 



FILE 1 HOME 1 ENTERED AT 09:53:58 ON 09 FEB 2007 



=> eg 

EG IS NOT A RECOGNIZED COMMAND 

The previous command name entered was not recognized by the system. 
For a list of commands available to you in the current file, enter 
"HELP COMMANDS" at an arrow prompt (=>) . 

=> fil ref 

1 REF 1 IS NOT A VALID FILE NAME 
SESSION CONTINUES IN FILE 'HOME' 

Enter "HELP FILE NAMES" at an arrow prompt (=>) for a list of files 
that are available. If you have requested multiple files, you can 
specify a corrected file name or you can enter "IGNORE" to continue 
accessing the remaining file names entered. 

=> fil reg 

COST IN U.S. DOLLARS SINCE FILE TOTAL 

ENTRY SESSION 

FULL ESTIMATED COST 0.21 0.21 

FILE 'REGISTRY' ENTERED AT 09:54:08 ON 09 FEB 2007 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2007 American Chemical Society (ACS) 

Property values tagged with IC are from the ZIC/VINITI data file 
provided by InfoChem. 

STRUCTURE FILE UPDATES: 7 FEB 2007 HIGHEST RN 919834-45-0 

DICTIONARY FILE UPDATES: 7 FEB 2007 HIGHEST RN 919834-45-0 

New CAS Information Use Policies, enter HELP USAGETERMS for details. 

TSCA INFORMATION NOW CURRENT THROUGH June 30, 2006 

Please note that search-term pricing does apply when 
conducting SmartSELECT searches. 

REGISTRY includes numerically searchable data for experimental and 
predicted properties as well as tags indicating availability of 
experimental property data in the original document. For information 
on property searching in REGISTRY, refer to: 

http : //www . cas . org/ONLINE/UG/regprops . html 



=> 

Uploading C:\Program Files\Stnexp\Queries\10507 005sl . str 



10507005 




chain nodes : 

6 7 8 10 20 21 

ring nodes : 

1 2 3 4 5 9 11 12 13 14 15 
chain bonds : 

2-6 4-20 4-21 6-7 6-10 7-8 8-9 
ring bonds : 

1-2 1-5 2-3 3-4 4-5 9-11 9-15 11-12 12-13 13-14 14-15 
exact/norm bonds : 

1-2 1-5 2-3 2-6 3-4 4-5 4-20 4-21 6-7 6-10 7-8 8-9 9-11 9-15 11-12. 
12-13 13-14 14-15 
isolated ring systems : 
containing 1 : 



G1:C,N 
G2:H,X 

Match level : 

l:Atom 2: Atom 3: Atom 4: Atom 5: Atom 6: CLASS 7: CLASS 8: CLASS 9: Atom 10: CLASS 
11: Atom 12: Atom 13: Atom 14: Atom 15: Atom 20: CLASS 21: CLASS 



LI STRUCTURE UPLOADED 



10507005 



=> d 11 

LI HAS NO ANSWERS 
LI STR 




Structure attributes must be viewed using STN Express query preparation. 



=> s 11 

SAMPLE SEARCH INITIATED 09:54:35 FILE 1 REGISTRY ' 
SAMPLE SCREEN SEARCH COMPLETED - 780 TO ITERATE 



100.0% PROCESSED 780 ITERATIONS 

SEARCH TIME: 00.00.01 



39 ANSWERS 



FULL FILE PROJECTIONS 

PROJECTED ITERATIONS: 
PROJECTED ANSWERS: 



ONLINE **COMPLETE** 
BATCH **COMPLETE** 

13925 TO 17275 
406 TO 1154 



L2 



39 SEA SSS SAM LI 



=> s 11 full 

FULL SEARCH INITIATED 09:54:40 FILE 1 REGISTRY 1 
FULL SCREEN SEARCH COMPLETED - 16361 TO ITERATE 

100.0% PROCESSED 16361 ITERATIONS 626 ANSWERS 

SEARCH TIME: 00.00.01 

L3 626 SEA SSS FUL LI 

=> fil hcaplus 

COST IN U.S. DOLLARS SINCE FILE TOTAL 

ENTRY SESSION 

FULL ESTIMATED COST . 172.10 172.31 

FILE 'HCAPLUS 1 ENTERED AT 09:54:48 ON 09' FEB 2007 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT . 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2007 AMERICAN CHEMICAL SOCIETY (ACS) 



Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
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the American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 9 Feb 2007 VOL 146 ISS 8 
FILE LAST UPDATED: 8 Feb 2007 ( 20070208 /ED) 

New CAS Information Use Policies, enter HELP USAGETERMS for details. 

This file contains CAS Registry Numbers for easy and accurate 
substance identification . 

=> s 13 

L4 23 L3 



=> d ed ibib abs hitstr 1-23 
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L4 ANSWER 1 Or 2 3 HCAPLUS COPYRIGHT 2007 ACS on STN 
CD Entered STN: 31 Aug 2006 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



INVENTOR(S) : 
Daisy 

PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2006:88 6440 HCAPLUS 
145:292604 

Preparation of tdaninune derivatives is dipeptidyl 
peptidase IV inhibitors, end pharmaceutical 
compositions containing them 

Gopalan, Balasubramanian; Thomes, Abraham; Shah, 
Manish 

GlenmarSc Pharmaceuticals S.A., Switz. 

PCT Int. Appl.. 81pp. 

CODEN: PIXXD2 

Patent 

English 

1 



PATENT 


NO. 






KIND 


DATE 






APPLICATION 


NO. 




DATE 




WO 2006090244 




Al 




20060631 




WO 2006- 


IB363 




20060222 


W: 


AE, 


AG, 


AX, 


AM, 


AT, 


AU, 


AZ, 


BA, 


8B, 


BG, 


BR, 


BW, 


BY, 


BZ, 


CA, 


CH, 




CN, 


CO, 


CR, 


CU, 


CZ, 


DE, 


DK, 


DM, 


DZ, 


EC, 


EE, 


EG, 


ES, 


FI, 


GB, 


GD, 




GE, 


GH, 


GM, 


HR, 


HU, 


ID, 


IL, 


IN, 


IS, 


JP, 


KE, 


KG, 


KM, 


KN, 


KP, 


KR, 




K2, 


LC, 


LK, 


LR, 


LS, 


LT, 


LU, 


LV, 


LY. 


MA, 


MD, 


MG, 


MK, 


MN, 


MW, 


MX, 




M2, 


NA, 


NG, 


NIi 


NO, 


NZ, 


OM, 


PG, 


PH, 


PL, 


PT, 


RO, 


RU, 


sc. 


SD, 


SE, 




SG, 


SK, 


SL, 


SM, 


SY, 


TJ, 


TM. 


TN, 


TR, 


TT, 


TZ, 


UA, 


UG, 


US, 


UZ, 


vc, 




VN, 


YU, 


2A, 


ZM, 


zw 
























RW: 


: AT. 


BE, 


BG, 


CH, 


CY, 


CZ, 


DE, 


DK, 


EE, 


ES, 


FI, 


FR, 


GB, 


GR, 


HU, 


IE, 




IS, 


IT, 


LT, 


LU, 


LV, 


MC, 


NL, 


PL, 


PT, 


RO, 


SE, 


SI, 


SK, 


TR, 


BF, 


BJ, 




CF,- 


CG, 


CI, 


CM, 


GA, 


GN, 


GQ. 


GW, 


ML. 


MR, 


NE, 


SN, 


TD, 


TG, 


BW, 


GH, 




GM, 


KE, 


LS, 


MW, 


MZ, 


NA, 


SD, 


SL, 


SZ, 


TZ, 


UG, 


ZM, 


ZW, 


AM, 


AZ, 


BY, 




KG, 


KZ, 


MD, 


RU, 


TJ, 


TM 























PRIORITY APPLN. INFO. 



OTHER SOURCE (S) : 



IN 2005-MU194 



US 2005-656233P 



A 20050222 
P 20050224 



CAS REACT 145:292604; MARPAT 145:292604 



L4 ANSWER 1 OF 23 HCAPLUS COPYRIGHT 2007 ACS on STN (Continued) 



AB Title corapds. I [Y - S(0)m, CH2. CHF, or CF2; Rl - H. CN, C02H, or an 
isostere of a carboxylic acid; R2 - (un) substituted alkenyl, alkynyl, 
cycloalkyl, etc.; n - 0-3), and their pharmaceutical^ acceptable salts, 
are prepared as dipeptidyl peptidase IV (DPP-IV) inhibitors. Thus. 

e.g.. II 

was prepared by N-alkylation of N- ( 3-amino-l-adamantyl ) me thane sul f onaraide 
(preparation given) with 
(2S) -1- (2-chloroacetyl) -2-pyrrolidinecarbonitrile. In 

DPP-IV inhibition assays using human recombinant DPP-IV enzyme, e.g., II 
demonstrated an IC50 value of 21.78 nM. Further disclosed are methods 

for 

treating disorders mediated by DPP-IV inhibition, such as diabetes, 
especially 

Type II diabetes. 
IT 90829O-45-9P 908290-49-3P 908290-53-9P 

908290-63-lP 908290-69-7P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of adamantane derivs. as dipeptidyl peptidase IV 
inhibitors) 

RN 908290-45-9 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 

4-f luoro-1- [ { | 3- [ (methylsulfonyl) amino) tricyclo 

(3.3.1.13,.7)dec-l-ylJarainoJacetyl)-, (2S.4S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



L4 ANSWER 1 OF 23 HCAPLUS COPYRIGHT 2007 ACS on STN (Continued) 




RN 908290-49-3 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 1- [ [ [ 3- ( 1, l-dioxido-2- 

lsothiazolidinyl) tricyclo [3. 3.1. 13, 7) dec- 1-yl] amino) acetyl) -4-f luoro-, 
<2S,4S>- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




O o 



RN 908290-53-9 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 

1- H (3- [( (butylsulfonyl) amino ) methyl ) tr icyclo [ 3 

.3.1.13.7]dec-l-yl]amino)acetyl)-4-fluoro-, (2S.4S)- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 



L4 ANSWER 1 OF 23 HCAPLUS COPYRIGHT 2007 ACS on STN (Continued) 




RN 908290-63-1 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4-f luoro-1- I [ ( 3- { I [ ( 4- 

f luorophenyl) sul fonyl) amino} methyl) tricyclo {3 . 3. 1 . 13, 7) dec- 1- 
yllaminojacetyl)-, (2S.4S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 9082 90-69-7 HCAPLUS 

CN 2rpyrrolidinecarbonitrile, 1- U < 3-cyanotr icyclo [ 3 . 3 . 1 . 1 3, 7)dec-l- 
yl)amino]aeetyll-4-fluoro-, (23,43)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



10507005 



L4 ANSWER 1 Or 23 HCAPLUS COPYRIGHT 2007 ACS on STN (Continued) 




REFERENCE COUNT: 
THIS 



10 THERE ARE 10 CITED RE TERENCES AVAILABLE FOR 
RECORD. ALL CITATIONS AVAILABLE IN THE RE 



ANSWER 2 OF 2 3 HCAPLUS COPYRIGHT 2007 ACS on STN 
Entered STN: 15 Jun 2006 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE : 

INVENTOR (S) : 
PATENT ASSIGNEE (S) : 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2006:556355 HCAPLUS 
145:45956 

Process for producing l-methanesulfonyl-4- 
methylpiperidine-4-amine 

Sugimori, Toshiyuki; Sano, Kuniyuki; Komenoi, Kousuke 

Astellas Pharma Inc., Japan 

PCT Int. Appl., 24 pp. 

CODEN: PIXXD2 

Patent 

Japanese 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



2006062063 




Al 




2006061S 


\ 


40 2005- 


JP22299 




20051205 


W: AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, 


BW, 


BY, 


BZ, 


CA, 


CH 


CN, 


CO, 


CR, 


cu. 


CZ, 


DE, 


DK, 


DM, 


DZ, 


EC, 


EE, 


EG, 


ES, 


FX. 


GB, 


GD 


GE, 


GH, 


GM, 


HR, 


HU, 


ID, 


II, 


IN, 


IS, 


JP, 


KE, 


KG, 


KM, 


KN, 


KP, 


KR 


KZ, 


LC, 


LK, 


LR, 


LS, 


LT, 


LU, 


LV, 


LY, 


MA, 


MD, 


MG, 


MK, 


MN, 


MW, 


MX 


M2, 


NA, 


NG, 


NX, 


NO, 


NZ, 


OM, 


PG, 


PH, 


PL, 


PT, 


RO, 


RU, 


SC, 


SD, 


SE, 


SG, 


SK, 


SL, 


SM, 


SY, 


TJ, 


TM, 


TN, 


TR, 


TT, 


TZ, 


UA, 


UG, 


US, 


UZ, 


VC 


VN, 


vu. 


ZA. 


ZM, 


zw 
























RW: AT, 


BE, 


BG, 


CH, 


CY, 


CZ, 


DE, 


DK, 


EE, 


ES, 


FI, 


FR, 


GB, 


GR, 


HU, 


IE 


IS, 


IT, 


LT, 


LU, 


LV, 


MC, 


NL, 


PL, 


PT, 


RO, 


SE, 


SI, 


SK, 


TR, 


Br, 


BJ, 


CF, 


CG, 


CI, 


CM, 


GA, 


GN, 


GO, 


GW, 


ML, 


MR, 


NE, 


SN, 


TD, 


TG, 


BW, 


GH, 


GM, 


KE, 


LS, 


KW, 


MZ, 


NA, 


SD, 


SL, 


sz. 


TZ, 


UG, 


ZM, 


ZW, 


AM, 


AZ, 


BY 


KG, 


KZ, 


MD. 


RU, 


TJ, 


TM 























PRIORITY APPLN. INFO. 



JP 2004-355904 



A 20041208 



OTHER SOURCE (S) : 



MAR PAT 145:45956 




L4 ANSWER 2 OF 2 3 HCAPLUS COPYRIGHT 2007 ACS on STN 



AB Process for the preparation of 

l-methanesulfonyl-4-methylpiperidine-4-amine (I) 

and salts thereof from compds. II IR1 - H, halo, OH) were prepared For 
example, to a solution of 1-raethanesul f onyl-4-methylpiper idin- 4-ol 

(10.00 g) 

in acetic acid (15 mL) were added sulfuric acid (10 raL) and 

chloroacetonitrile (5.08 g) at £20 *C, then reaction was 

stirred for 3 days. Aqueous work-up, removal of solvent under reduced 

pressure followed by treatment with n-butanol (60 mL) , water (10 mL) and 

concentrated HC1 (10 mL) at 100 *C for 13 h afforded 1 -methanesulf onyl-4- 

methylpiperidine-4-araine-lHCl-lH20 (7.81 g), which was 

converted to <2S,4S)-III by reacting with (2S, 4S) -1- (chloroacetyl ) -4- 

fluoropyrrolidine-2-carbonitrile. Of note, compound I is a useful 

intermediate for preparing DPP- IV inhibitor III. 

IT 6S10SS-2S-3P 

RL: SPN (Synthetic preparation); PREP (Preparation) 

(preparation of piperidine compound containing chiral pyrrolidine 

moiety via 

N-alkylation of 1- (methanesulf onyl) -4-raethylpiperidine-4-amine with 
(2S, 45) -1- (chloroacetyl) -4- fluoropyrrolidine-2-carbonitrile) 
RN 6510SS-25-3 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4-f luoro-1- { ( [4-methyl-l- (methylsulfonyl)-4- 
piperidinyUaminoJacetyl]-, (2S,4S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




REFERENCE COUNT: 
THIS 



THERE ARE 44 CITED REFERENCES AVAILABLE FOR 
RECORD. ALL CITATIONS AVAILABLE IN THE RE 



ANSWER 3 OF 2 3 HCAPLUS COPYRIGHT 2007 ACS on STN 
Entered STN: 27 Apr 2006 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S) : 

PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 



FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2006:380982 HCAPLUS 
144:412359 

Process for producing 2-cyano-4- f luoropyr r olidine 
derivative 

Yamashita, Yohei; Hayakawa, Masahiko; Nigawara, 
Takahiro 

Astellas Pharma Inc., Japan 

PCT Int.. Appl., 21 pp. 

CODEN: PIXXD2 

Patent 

Japanese 



PATENT NO. 






KIND 


DATE 






APPLICATION 


"JO. 




DATE 


WO 2006043595 




Al 




20060427 




WO 2005- 


JP19209 




20051019 


W: AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA 


BB, 


BG, 


8R, 


BW, 


BY, 


BZ, 


CA, CH 


CN, 


CO, 


CR, 


CU, 


CZ, 


DE, 


DK, 


DM 


DZ, 


EC, 


ES, 


EG, 


ES, 


FI, 


GB, GD 


GE, 


GH, 


GM, 


HR, 


HU 


ID, 


IL, 


IN 


IS, 


JP, 


KE, 


KG, 


KM, 


KP, 


KR, KZ 


LC, 


LK, 


LR, 


LS, 


LT 


LU, 


LV, 


LY 


MA, 


MD, 


MG, 


MK, 


MN, 


MW, 


MX, MZ 


NA, 


NG, 


NI, 


NO, 


NZ 


OM, 


PG, 


PH 


PL, 


PT, 


RO, 


RU, 


SC, 


SD, 


SE, SG 


SK, 


SL, 


SM, 


SY, 


TJ 


TM, 


TN, 


TR 


TT, 


TZ, 


UA, 


UG, 


US, 


UZ, 


VC, VN 


YU, 


ZA, 


ZM, 


ZW 
























RW: AT, 


BE, 


BG, 


CH, 


CY 


CZ, 


DE, 


DK 


EE, 


ES, 


FX, 


FR, 


GB, 


GR, 


HU, IE 


IS, 


IT, 


LT, 


LU, 


LV 


MC, 


NL, 


PL 


PT, 


RO, 


SE, 


SI, 


SK, 


TR, 


BF, BJ 


CF, 


CG, 


CI, 


CM, 


GA 


GN, 


GQ, 


GW 


ML, 


MR, 


NE. 


SN, 


TD, 


TG, 


BW, GH 


GM, 


KE, 


LS, 


MW, 


MZ 


NA, 


SD, 


SL 


SZ, 


TZ, 


UG, 


ZM, 


ZW, 


AM, 


AZ, BY 


KG, 


KZ, 


MD, 


RU, 


TJ 


TM 




















PRIORITY APPLN . 


INFO. : 












JP 2004- 


307520 




A 20041022 



OTHER SOURCE (S) : 



MARPAT 144:412359 



NC-A J " " 



AB A novel process for producing 4-f luoro-1- ([ (4-methyl-l- 

(methanesulf onyi ) piperidin-4-yl ) amino) acetyl 1 pyr rolidine-2-ca rbonitrile 
(I) or a salt thereof and 2-aminocarbonyl-4 - f luoropyr rolidine derivativa 

as an 

intermediate for the compound I is disclosed. The compound I is useful 

as a 

medicine, especially a dipeptidyl peptidase IV inhibitor, for the 
treatment 

and/or prevention of type I diabetes, type II diabetes, insulin 
resistance 

disease, or obesity. According to the process, the precursor is expected 
to cryatalliie out and this is expected to lead to an improvement in 

yield 
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L4 ANSWER 3 OF 23 HCAPLUS COPYRIGHT 2007 ACS on STN (Continued) 

and avoidance of column purifn. Th« precursor has improved lipid soly. 
and, as * result, has improved soly. in solvents other than halogenatod 
ones. Use or these halogen* ted solvents is expected to be avoidable. 
Thus, 5.0 g (2S, 4S) -1- [ [ (tert-butoxycarbonyl) [4-methyl-l- 
(methanesul fonyl} piper idin- 4- yl] amino] acetyl) -4- f luoropyr rolidine-2- 
carboxylic acid was treated with 10 mL iso-Pr acetate and 1.8 mL Et 3N, 
dissolved under stirring, and treated with a soln. ot 1.25 mL Ct 
chlorocarbonate in iso-Pr acetate (25 mL) at £5* under 
ice-cooling. The reaction mixt. was added to a mixt. of 15 mL 25% aq. 

NH3 

soln. and 15 mL iso-Pr acetate at S6* under ice-cooling and 
stirred at £5* for 2 h to give, after workup and silica gel 
chromatog., 4.67 g tert-Bu {2- | <2S, 4S) -2- (aminocarbonyl) -4- 

f luoropyrrolidin-l-yl) -2-oxoethyl] [4-methyl-l- (methanesulf onyl ) piper idin- 4- 
yljcarbamata (II). II (2.0 g) was treated with 20 raL CH2C12, treated 

with 

1.27 g p-toluenesulfonic acid monohydrate with heating at 
.apprx.40' under stirring for 2 h, and filtered to give 2.21 g 
(2S, 4S) -4-f luoro-1- ( I (4 -methyl- 1- (methanesulf onyl) piperidin- 4- 
yl] amino) acetyl 1 pyrrolidine- 2 -carbonitrile p-toluenesulf onate 
monohydrate. 

IT 884496-53-1P. (2S, 4S) -4-Fluoro-l- [ 1 (4-methyl-l- 

(methanesul fonyl) piper idin- 4 -yl) ami no] acetyl) pyrrolidine-2-carboxylie 

acid 

methyl ester 

RL: RCT {Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(intermediate; process for producing 2-cyano- 4-f luoropyr rolidine 
derivative 

via aminocarbonylf luoropyrrolidine derivative as dipeptidyl peptidase 
inhibitor) 
RN 884496-53-1 HCAPLUS 

CN L- Proline, ft- [4-methyl-l- (methylsul fonyl )-4-piperidinyl]glycyl-4-f luoro-, 
methyl ester, (4S)- (SCI) (CA INDEX NAME) 

Absolute stereochemistry. 




IT 6S1055-25-3P, (2S, 4S) -4-Fluoro-l- { t(4-methyl-l- 

(methanesulfonyl)piperidin-4-yl) amino] acetyl )pyr rolidine- 2-carbonit rile 
8 84 4 96-S7-5P, (2S. 45) -4-Fluoro-l- [ [ [4-methyl-l- 

(methanesul fonyl) piper idin-4-yl] amino] acetyl ] pyr rolidine-2-carbonit rile 
p-toluenesulf onate 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
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(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(process for producing 2-cyano-4- f luoropyrrolidine deriv. via 
aminocarbonylf luoropyrrolidine deriv. as dipeptidyl peptidase 
inhibitor) 
RN 6S1055-2S-3 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4-f luoro-1- ( [{4-raethyl-l- (methylsul fonyl ) -4- 
piperidinyl)amino]acetyl)-, (2S.4S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 884496-57-5 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4-fluoro-l- [ ( [4-methyl-l- (methylsulf onyl) -4- 
piperidinyl) amino] acetyl]-, (25, AS)-, mono (4 -methylbenzenesulf onate) 

(9CI) 

(CA INDEX NAME) 
CM 1 

CRN 6S105S-2S-3 

CMr C14 H23 F N4 03 S 

Absolute stereochemistry. 




CM 2 

CRN 104-15-4 
CMF C7 H8 03 S 
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2006:103268 HCAPLUS 
144:192098 

l-Aminoacetyl-2-cyanopyrrolidine derivatives as 
dipeptidyl peptidase IV inhibitors and their 
preparation, pharmaceutical compositions, and use for 
treatment of diabetes 

Royalty, Susan Marie; Burns, James Ford; Scicinski, 
Jan Jozef; Foglesong, Robert James; Jagdmann, Gunnar 
Erik, Jr.; Griffin, Kellee Renee; Dyakonov. Tatyana; 
Middlemiss, David 
USA 

PCT Int. Appl . , 84 pp. 
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RW 


AT, 
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BG, 


CH, 
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cz. 
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EE, 
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GB 


GR, HU, IE, 




IS, 


IT, 


LT , 


LU, 


LV, 


MC, 


NL, 


PL 


PT, 


RO, 


SE, 


SI, 


SK 


TR, BF, BJ, 




CF, 


CG, 


CI, 


CM, 


GA, 


GN, 


GO, 
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ML, 
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GM, 


KE, 
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MW, 


MZ, 
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SL 
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UG, 


ZM, 


ZW 
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KG, 
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PRIORITY APPLN . 


INFO. : 












US 2004- 


590529P 




P 20040723 




















US 2004- 


634181P 




P 20041208 




















US 2004- 


634182P 




P 20041208 



OTHER SOURCE (S) : 
GI 



MAR PAT 144:192098 



10507005 
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R 1 -f CH 2 -]- N- A- N-f CH 2 } R 2 



n Rll 



>Cr' 



H 2 N 

C-CH2-NH-^ j—V 



a 




RN 875314-97-9 HCAPLUS 

CN 2-Pyrrolidinocarbonitr ile, 1- [ [ (3-1(2- (3, 3-dif luoro-l-pyrrolidinyl) -2- 
oxoethyl) amino} tricyclo [3. 3.1. 13.7 ldec-l-ylU»ino] acetyl)-. (2S)- (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry . 



•9 



rr 

O CN n 



AB The invention relates to a series of compds. having formula I, which are 
useful as dipeptidyl peptidase IV (DPP-IV) inhibitors and for treating 
diabetes. Compds. of formula I wherein each n are independently 1 or 2; 

A 

is mono-, bi- or tricyclic carbocycle of 5 to 20 atoms where each bridge 
of the bicycle has at least one atom; Rl and R2 are independently 
heterocycloaminocarbonyl, etc.; Rll and R12 are independently H, 
alkylcarbonyl, alkoxycarbonyl, alkyl, alkenyl, alkynyl, cycloalkyl, 
cycloalkylalkyl, or sulfone; and the pharmaceutical^ acceptable salts or 
prodrug thereof are claimed in this invention. Example compound (S.S)-II 
was prepared by alkylation of 1, 3-diarainoadamantane with 

(S)-i-(2-chloroaeetyl)pyrrolidine-2-carbonitrile. The invention compds. 
were evaluated for their OPP-IV inhibition activity and from the assay 

the 

ICS0 values were determined Invention compound (S,S)-II has an ICSO of 

5 nM 

against OPP-IV and showed 97 \ inhibition of DPP-IV. 
IT 875311-34-5P 875314-97-9P 875315-13-2P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of aminoacetyl (cyano ) pyrrol idines as dipeptidyl 
peptidase IV 

inhibitors and use for treatment of diabetes) 
RN 875311-34-5 HCAPLUS 

CN Pyrrolidine, 1- ( ( ( 3-aminotr icyclo 1 3 . 3 . 1 . 13, 7 ] dec- 1-yl ) amino] acetyl ) - 3, 3- 
difluoro- (9CI) (CA INDEX NAME) 




RN 875315-13-2 HCAPLUS 
CN Pyrrolidine, 

1,1' - [tricyclo{3 . 3. 1 . 13, 7)decane-l, 3-diylbis [ imino ( 1 -oxo-2, 1- 
ethanediyl) ] )bis[3, 3-difluoro- (9CI) (CA INDEX NAME) 



■6 



NH 
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2006:101144 HCAPLUS 
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l-Aminoacetyl-2-eyanopyrrolidine derivatives as 
dipeptidyl peptidase IV inhibitors and their 
preparation, pharmaceutical compositions, and use for 
treatment of diabetes 

Royalty, Susan Marie; Burns, James Ford; Scicinski, 

Jan Jozef; Jagdma-nn, Gunnar Erik, Jr.; Foglesong, 

Robert James; Griffin, Kellee Renee; Dyakonov, 

Tatyana; Middlemiss, David 

Jagdmann, Jr., Gunnar Erik, USA 

PCT Int. Appl., 66 pp. 
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Patent 
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ZW 
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P 20040723 


















US 2004- 


634362P 
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r2-X-A-N-[cH 2 Jr1 I 
n 




AB The invention relates to * series of compds. of formula I, which ere 

useful as DPP-IV inhibitors for treatment of diabetes. Compds. of 
formula 

I wherein C is NH and derivs. or O; n is 1 or 2; A is bicyclic or 
tricyclic carbocycle of 5 to 20 atoms where each bridge of the bicycle 

has 

at least one atom; Rl is (un) substituted heterocycloaminocarbonyl, etc.; 
R2 is R4S02, R5502NHCO, H2NS02 and derivs.; or (un) substituted 
heterocyclic group; where R4 is haloalkyl, alkenyl, alkynyl, cycloalkyl, 
cycloalkylalkyl, aryl (alkyl), or heterocyclo (alkyl > ; R5 is alkyl, 
haloalkyl, alkenyl, alkynyl, cycloalkyl, cycloalkylalkyl, aryl (alkyl), or 
heterocyclo (alkyl) ; and the corresponding pharmaceutical^ acceptable 
salts or prodrug thereof are claimed in this invention. Example compds. 

II was prepared by sulf onylation of 
(S)-l-I <3-amino-l-adamantyl)amino) acetyl- 

2-cyanopyrrolidine with 4-f luorophenylsulf onyl chloride to give compound 

II. 

All the example compds., in this invention, were evaluated for their 
dipeptidyl peptidase IV (DPP-IV) inhibitory activity and the IC50 values 
were determined from the assay. From the assay the ICS0 values were 
determined 

Example compound II showed an IC50 value of 4 6 nM, and compound III 
showed 99 

% and 96 I inhibition of DPP-IV at 1 mM and 100 nM concentration, resp. 
IT 875310-73-9P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of aminoacetyl (cyano) pyrrolidines as dipeptidyl 
peptidase IV 

inhibitors and use for treatment of diabetes) 
RN 875310-73-9 HCAPLUS 
CN Pyrrolidine, 

3, 3-dif luoro-l- ( { f 3-( [ (4-f luorophenyl) sulf onyl] amino J tricyclo 
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[3.3.l.l3,7)dec-l-yl]amino)acetyll- (9CI) <CA INDEX NAME) 




O 



IT 875311-34-5 

RL: RCT (Reactant); RACT (Reactant or reagent) 

(preparation of aminoacetyl (cyano) pyrrolidines as dipeptidyl 
peptidase IV 

inhibitors and use for treatment of diabetes) 
RN 875311-34-5 HCAPLUS 

CN Pyrrolidine, 1- [ [ < 3-aminotr icyclo ( 3 . 3 . 1 . 1 3 . 7 ) dec-1 -yl ) amino) acetyl J - 3 , 3- 
difluoro- (9CI) <CA INDEX NAME) 
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2005:1292333 HCAPLUS 
144 : 36259 

Preparation of piperidine compounds containing 

pyrrolidine moiety as DPP-IV inhibitors 

Hayakawa, Masahiko; Nakano, Ryosuke; Furutani, Masako 

Astellas Pharma Inc., Japan 

PCT Int. Appl. ( 24 pp. 
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Patent 
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DATE 
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EG, 


ES, 
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KP, KR, KZ. 
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LV, 
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MK, 


MN, 
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MX, M2, NA, 
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NZ, 


OM, 
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CH. 


CY, 


CZ, DE, DK, 




EE, 


es, 


FI, 


FR, 


GB, 


GR, 


HU, 


IE, 


. IS 


, IT, 


LT, 


LU. 


MC, 


NL, PL, PT, 




RO, 


SE, 


31, 


SK, 


TR, 
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CA 2564668 






Al 
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EP 1741710 






Al 




20070110 
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2005- 
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CY, 


CZ, 
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LT, 
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TR 


UTY APPLN. 


INFO. : 












jp ; 


2004- 
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A 20040427 




















wo : 


2005- 


JP7770 




W 20050425 



OTHER SOURCE (5) : 



CASREACT 144:36259; MARPAT 144:36259 



o c I 



o cn n 



AB Title compds. I (A - single bond, O, S, etc.; B - alkyl, alkenyl, 
alkynyl, 

etc.) were prepared For example, acetylation of (2S, 4S) -4-f luoro-l- t ( (1- 
glycoloyl-4-methylpiper idin-4-yl) amino) acetyl J pyrrol idine-2-carbonit rile 
monohydrochloride followed by treatment with fumaric acid afforded 
compound 

II- fumaric acid. In DPP4 inhibition assays, the IC50 value of 
compound II -fumaric acid was 15.0 nM. Compds. I are claimed useful 
for the treatment of diabetes, obesity, etc. 
IT 870765-47-2P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of piperidine compds. containing pyrrolidine moiety as 

inhibitors for treatment of diabetes, obesity, etc.) 
870765-47-2 HCAPLUS 

4-Piperidinamine, 1- ( (acetyloxy) acetyl) -N- [2- [ (2S, 45) -2-cyano- 4-f luoro-l - 
pyrrolidinyl)-2-oxoethylJ-4-methyl-, (2E) -'2-butenedioate (1:1) (9CI) (CA 
INDEX NAME) 



DPP4 



CM 1 



CRN 
CMF 



870765-46-1 
C17 H2S F N4 04 



Absolute stereochemistry. 



10507005 
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CRN 110-17-8 
CMF C4 H4 04 

Double bond geometry as shown. 
C02H 

IT 870765-45-0 

RL: RCT (Reactant); RACT (Reactant or reagent) 

(preparation of piperidine compds. containing pyrrolidine moiety as 

DPP4 

inhibitors for treatment of diabetes, obesity, etc.) 
RN 870765-45-0 HCAPLUS 

CN 4-Piperidinaraine, N-[2-(<2S, 4S ) -2-cyano-4- f luoro- 1 -pyrrolidinyl ] -2- 

oxoethyll -1- (hydroxyacetyl) -4-raethyl-. monohydrochloride (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 



ANSWER 6 Or 2 3 HCAPLUS COPYRIGHT 2007 ACS on STN (Continued) 

inhibitors for treatment of diabetes, obesity, etc.) 
87076S-46-1 HCAPLUS 

4-Piperidinamine, 1- I (acetyloxy)acetylJ-N- [2- I (2S, 4S) -2-cyano-4-f luoro- 
pyrrolidinyl] -2-oxoethyl)-4-aethyl- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 



REFERENCE COUNT: 
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o 



• HCl 



87076S-46-1P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of piperidine compds . containing pyrrolidine moiety as 
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2005:1235661 
143:477960 

Pyrrolidine and thiazolidine derivatives, their 
preparation and their use as dipeptidyl peptidase IV 
(DPP IV) inhibitors in the treatment of hyperglycemia 
and diabetes type II 

De Nanteuil, Guillaume; Benoist, Alain; Combettes, 

Murielle; Harley. Elizabeth 

Les Laboratoires Servier, Fr . 

Eur. Pat. Appl., 31 pp. 

CODEN: EPXXDW 

Patent 

French 



APPLICATION NO. 



Al 20051123 
DE, DK, ES, FR, GB 
LV, FI, RO, MK, CY 



EP 2005-291066 20050518 
GR, IT, LI, LU, NL, SE, MC, PT, 
AL, TR, BG, CZ, EE, HU, PL, SK, 
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xi-z 

T — f— V 



N-\ 
R3"^x5 I 




BA, HR, IS, 
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TR 2870538 


Al 


20051125 
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20040519 




TR 2870538 
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20060714 










SG 117551 


Al 


20051229 


SG 


2005-2766 


20050504 




CA 2506491 


Al 


20051119 


CA 


2005-2506491 


20050505 




US 2005261501 


Al 


20051124 


US 


2005-131510 


20050518 




NZ 540108 


A 


20060428 


NZ 


2005-540108 


20050S18 


AB 


KR 2006048007 
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20060518 


KR 


2005-41742 


20050518 




NO 2005002414 


A 


20051121 


NO 


2005-2414 


20050519 


n2 


AU 2005202180 


Al 


2O0512OB 


AU 


2005-202180 


20050519 




JP 2005350456 


A 


20051222 


JP 


2005-146186 


20050519 


Ak 


BR 2005001769 


A 


20060110 


BR 


2005-1769 


20050519 




CN 1721417 


A 


20060118 


CN 


2005-10087845 


20050519 




RITY APPLN. INFO. : 






FR 


2004-5454 


A 20040519 


they 



Title compds. I 1X1 - CH2 and derivs., S, SO, S02, NH and derivs.; Z - 
<CH2)ml; ml - 0-4; T - (CH2)m2; m2 - 1-4; V - (CH2)nl; U - (CH2)n2; nl 

- independently 1-3; Rl - H, C02H, alkoxycarbonyl, etc.; R2 - H. alkyi 

- (un) substituted alkylene; Y - (CH2)p; p - 0-2; R3 - H, CN; X2, X3 - 
independently S, SO, S02, CH2 and derivs.; their optical isomers when 

exist; and their acid addition salts] were prepared as dipeptidyl 
peptidase IV 

(DPP IV) inhibitors. E.g., a 7-step synthesis from 
tetrahydro-2H-pyran-4- 

carboxaldehyde and Me vinyl ketone, was given for pyrrolidine II 
(intermediates not isolated). II inhibited DPP IV with IC50 -76.1 nM. 
Thus, I and their compns . are useful in the treatment of hyperglycemia 

and 

diabetes type II (no data) . 

IT 869769-64-2P, 4, 4-Di f luoro- 1- ( I [ 9- (hydroxymethyl) -3- 

oxaspirol5.5)undecan-9-yl)amino)acetyl)-2-pyrrolidinecarbonitrile 
RL: PAC (Pharmacological activity); PEP (Physical, engineering or 

chemical 

process); PYP (Physical process); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); PROC 
(Process); USES (Uses) 

(drug candidate; preparation of pyrrolidines and thiazolidines as 
dipeptidyl 

peptidase IV inhibitors and their use in treatment of hyperglycemia 

and 

diabetes type II) 
RN 869769-64-2 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4, 4-dif luoro-1- ( ( |9- (hydroxymethyl) -3- 
oxaspiroI5.5)undec-9-yl)aminoJacetyl]- (9CI) (CA INDEX NAME) 
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(Continued) 



•-pc- 



IT B69769-51-7P, (23, 4S) -4- Fluoro-1 - ( [ [ 9- {hydroxyoethyl ) -3- 

0X4 3 pi ro f 5 . 5} undecan-9-yl } amino] acetyl ] -2-pyr rolidinecarbonitrile 
869769- 52-8 P, (251-4, 4-Di fluoro-1- ( I {9- (hydroxymethyl) -3- 
oxaspiro{5 . 5} undecan-9-yl) amino] acetyl) -2-pyr rolidinecarbonitrile 
B69769-S6-2P 869769-S7-3P, i 9- ( [2-OXO-2- ( 3 . 3, 4 , 4- 

tatrafluoro-l-pyrrolidinyl) ethyl] amino) -3-oxaspiro|S. S)undecan-9- 

yljmethanol 869769-66-4P, <2R) -4 . 4-Difluoro-l- [ ( (9- 

( hydroxymethyl)-3-oxaspiro[ 5. 5 }undecan-9-yl) amino) acetyl] -2- 

pyrrolidinecarbonitrile 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(drug candidate; preparation of pyrrolidines and thiazolidines as 
dipeptidyl 

peptidase IV inhibitors and their use in treatment of hyperglycemia 

and 

diabetes type II) 
RN 869769-51-7 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile. 4- fluoro- 1- ((( 9- (hydroxymethyl) - 3- 

oxaspiro[S.5}undec-9-yl]amino]acetyl]-, (2S,4S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 869769-52-8 HCAPLUS 
CN 2-Pyrrolidinecarbonitrile, 4,4 
oxaspiro(5 . 5] undec-9-yl) amino] 

Absolute stereochemistry. 



•di fluoro-1- [ [ (9- (hydroxymethyl) -3- 
icetyl)-, (2S)- (9CI) (CA INDEX NAME) 



L4 ANSWER 7 OF 2 3 HCAPLUS COPYRIGHT 2007 ACS on STN 



(Continued) 




RN B69769-S6-2 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4- fluoro- 1- [{( 9- ( hydroxymethyl > -3- 

oxaspiro(5. S]undec-9-yl)amino)acetyl}-. (2S, 4R) -, monoUrif luoroacetate) 
(salt) (9CI) (CA INDEX NAME) 

CM 1 

CRN 869769-55-1 
CMF CI 8 H28 F N3 03 

Absolute stereochemistry. 




CRN 
CMF 



76-05-1 
C2 H F3 02 



869769-57-3 HCAPLUS 

Pyrrolidine, 3,3,4, 4-tetra fluoro-1- HI 9- (hydroxymethyl) - 3- 
oxaspiro [5. 5] undec-9-yl) amino] acetyl]- (9CI) (CA INDEX NAME) 
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1 HO— CH2 



RN 869769-66-4 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4, 4-difluoro-l- [ { 19- (hydroxymethyl) -3- 

oxaspiro[S.5]undec-9-yl]amino)acetyl)-, <2R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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MAR PAT 143:286277 



O CN i O CN ii 



AB Title compd's. represented by the formula I [wherein Rl- H, halo, 
carboxyl, 

(hydroxy)alkyl, (un) substituted aryl; X - CH2 , CHF, CT2, CHOH, S or O; n 

1-3; and pharaacol. acceptable salts thereof] were prepared as DPP-IV 
(dipeptidyl peptidase IV) inhibitors. For example, substitution of 
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4-amino-l-methylbicyclo[2.2.2)octane with <2S. 4S) -1- (2-broraoacetyl) -4- 
fluoropyrrolidine-2-carbonitrile gave II. II showed inhibition of DPP- IV 
with an IC50 value of 0.2S nmol/L. Thus, I are useful as DPP-IV 
inhibitors for the treatment of DPP-IV mediated diseases, such as 
diabetes . 

IT 862S01-96-2P 664063-49-OP 864063-51-4P 
864063-S3-6P 

RL : PAC (Pharmacological activity)/ SPN {Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of pyrrolidine compds. having bicyclic amide moiety as 

DPP-IV 

inhibitors for the treatment of diabetes) 
RN 862501-96-2 HCAPLUS 

CN 8icyclo(2.2.2]octane-l-carboxylic acid, 
4-t t2-t (25, 4S)-2-cyano-4-f luoro-1 - 

pyrrolidinyll-2-oxoethylJamino]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




CO2H 



. RN 664063-49-0 HCAPLUS 
CN 2-Pyrrolidinecarbonitrile, 4-f luoro-1- I [ ( 4-methylbicyclo f 2 . 2 . 2 } oct-1- 
yDamino] acetyl]-, 12S , AS) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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Mo 



RN 664063-51-4 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 

4-fluoro-l-{ H4-<hydroxymethyl)bicycloI2.2 -2]oc 

t-l-ylJamino}acetyl]-, <2S,4SJ- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 664063-53-6 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4-f luoro-1- [ { (4-f luorobicyclo (2 . 2 . 2)oct-l- 
yl)amino]acetyl]-, <2S,4S>- (9CI) (CA INDEX NAME ) 

Absolute stereochemistry. 
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IT 662501-64-2P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of pyrrolidine compds. having bicyclic amide moiety as 

DPP-IV 

inhibitors for the treatment of diabetes) 
RN 862501-64-2 HCAPLUS 

CN Bicyclo[2.2.21octane-l-carboxylic acid, 
4 - { 12- t (2S,4S)-2-cyano-4-fluoro-l- 

pyrrolidinyl)-2-oxoethyl]amino}-, tetr ahydro-2H-pyr an-2-yl ester (9CI) 

(CA INDEX NAME) 

Absolute stereochemistry. 
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Preparation of pyrrolidine compounds having bicyclic 

amide moiety as DPP-IV inhibitors 

Fukuda, Yasumichi; Asahina, Yoshikazu; Katayama, 

Satoru; Shibue, Taku; Murakami, Ko}i; Ide, Tomohiro 

Kyorin Pharmaceutical Co., Ltd., Japan 

PCT Int. Appl. , 198 pp. 
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REFERENCE COUNT: 
THIS 



THERE ARE 13 CITED REFERENCES AVAILABLE FOR 
RECORD. ALL CITATIONS AVAILABLE IN THE RE 



AB Title compds. I [Rl, R2 - H, (un) substituted alkyl, etc.; X - CH2 , etc.; 
n 

- 1-3) were prepared For example, N-elkyletion of 4- 
arainobicyclo[2.2 . 2 ) octane- 1-carboxamide, e.g., prepared from 
bicyclo[2.2.2]octane-l,4-dicarboxylic acid monomethyl ester in 4 steps, 
with <2S, 4S)-1- (2-bromoacetyl)-4-fluoropyrrolidine-2-carbonitrile 
afforded 
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(25, 4S) -I- | | (4-carbamoylbicyelol2 .2 .2 ]oct-l-yl) amino] acetyl] -4- 
fluoropyrrolidine-2-carbonitrile (II). In DPP-IV (dipeptidyl peptidase 
IV) inhibition assays (in vitro), coopd. II exhibited the ICSO value of 
0.89 nmol/mL. Compds. I are claimed useful for the treatment of 

diabetes . 

IT 863303-61-lP 

RL: PAC (Pharmacological activity); RCT (Reactant) ; SPN (Synthetic 
preparation); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); RACT (Reactant or reagent); USES (Uses) 

(preparation of pyrrolidine compds. having bicyclic amide moiety as 

DPP- IV 

inhibitors for the treatment of diabetes) 
RN 863303-61-1 HCAPLUS 

CN Bentoie acid, 4- ( 1(4- f 1 2 - [ (2S. 4S) -2-cyano-4-f luoro-l-pyrrolidinyl ) -2- 

oxoethyl] amino] bicyclo (2 .2.2 ]oct-l-yl}carbonyl] amino] -, 1, 1-dimethylethyl 
ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP < Prepa ration) ; USES 
(Uses) 

(prepn. of pyrrolidine compds. having bicyclic amide moiety as DPP-IV 
inhibitors for the treatment of diabetes) 
RN 663302-11-8 HCAPLUS 

CN Bicyclo[2.2.2)octane-l-carboxamide, 4-( [2- [ (2S, 4S ) -2-cyano- 4- f luoro- 1- 
pyrrolidinyl]-2-oxoethyl)amino}- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 863302-14-1 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4-f luoro-1- ( [ (4- ( 1- 

pyrrolidinylcarbonyl) bicyclo (2 .2.2) oct- 1-yl ] amino] acetyl) - 

<9CI> 

(CA INDEX NAME) 
Absolute stereochemistry. 




RN 863302-16-3 HCAPLUS 

CN Morpholine, 4- I [4- { [2- ( (2S, 4S ) -2-cyano-4- f luoro- 1-pyrr ol idinyl ] -2- 

oxoethyl)amino]bicyclo(2.2.2]oct-l-yl]carbonyl]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 863302-15-2 HCAPLUS 

CN Piperidine, 1-1 (4-1(2-1 (25, 43) -2-cyano-4-f luoro-l-pyrrolidinyl) -2- 

oxoethyl]amino]bicycloI2.2.2]oct-l-yl)carbonyl]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 




RN 863302-17-4 HCAPLUS 

CN 4-Piperidinecarboxylic acid, l-((4-((2-((2S, 45) -2-cyano- 4-f luoro- 1 - 

pyrrolidinyl] -2-oxoethyl) amino] bicyclo [2. 2 .2] oct- 1-yl Jcarbonyl)-. ethyl 
ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



10507005 
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F 




RN 863302-18-5 HCAPLUS 

CN Piperazine, 1- [ (4- [ (2- ( (25, AS) -2-cyano-4-f luoro-l-pyrrolidinyl] -2- 

oxoethyllamino]bicyclo(2.2 .2)oct-l-yl]cerbonyl)-4-methyl- (9CI) (CA 

INDEX 

NAME) 

Absolute stereochemistry. 



LA ANSWER 9 OF 23 HCAPLUS COPYRIGHT 2007 ACS on STN (Continued) 
RN 863302-19-6 HCAPLUS 

CN Bicyclo[2.2 .2] octane- 1-carboxamido, A- I [2- ( (2S, «S)-2-cyeno-4-iluoro-l- 
pyrrolidinylj - 2- oxoethyl ] amino J -N, N-dimethyl- (9CI) (CA INDEX MAKE ) 

Absolute stereochemistry. 




RN 663302-20-9 HCAPLUS 

CN Piper *2ine, 1- { [4- ( (2- ( (23, 4S> -2-cyano-4-f luoro- 1-pyrrolidinyl ] -2- 

oxoethyl] amino]bicyclot2 .2 .2}oct-l-yl)carbonyl]-4- (S-cyano-2-pyridinyl) - 
(9CI) (CA INOEX NAME) 

Absolute stereochemistry. 
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PAGE 1-A 




PAGE 2-A 

Q 

F 



RN 863302-21-0 HCAPLUS 

CN Piper azine, 1- | [4- [ 12- [ (2S. 4S) -2-cyano-4- 1 luoro-l-pyrrolidinyl 1 -2- 

oxoethyl ) amino] bicyclol 2.2.2 }oct-l-yl] carbonyl) -4- (2-methoxyphenyl )- 

(9CI) 

(CA INDEX. NAME) 



L4 ANSWER 9 OF 23 HCAPLUS COPYRIGHT 2007 ACS on STN (Continued) 

PAGE 1-A 




PAGE 2-A 



RN 863302-22-1 HCAPLUS 

CN 4-Piperidinol, 1- [ [A- ( [2- [ (2S, 4S) -2-cyano-4- tluoro- 1-pyrrolidinyl ] -2 - 

oxoethyl]amino)bicyclo[2.2.2]oct-l-yl)carbonyl]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Absolute stereochemistry. 



10507005 

L4 ANSWER 9 OF 23 HCAPLUS COPYRIGHT 2007 ACS on STN (Continued) 




RN 863302-23-2 HCAPLUS 

CN Piperidine, 1- ( 1 4- { \2- | (2S, 4S) -2-eyano-4- f luoro-l-pyrrolidinyl J -2- 

oxoethyl) amino] bicyclo [2 .2.2) oct-l-yl ) carbonyl) -4- fluoro- ( 9CI ) (CA 

INDEX 

NAME) 

Absolut* stereochemistry. 




RN 863302-24-3 HCAPLUS 



L4 ANSWER 9 OF 2 3 HCAPLUS COPYRIGHT 2007 ACS on STN (Continued) 
CN Piperidine, 1- [ [4- [ [2- ( (2S, 4S> -2-cyano-4- f luoro- 1-pyrrolidinyl ) -2- 

oxoethyl] amino] bicyclo 1 2. 2. 2] oct-l-yl) carbonyl] -4- (phenylmethyl ) - (9CI) 

(CA INDEX NAME) 

Absolute stereochemistry. 




Ph 



RN 963302-25-4 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 

1- ( 1 1 4- (l-azetidinylcarbonyl)bicyclo [2 .2. 2] oct- 
l-yl) amino) acetyl] -4- f luoro-, (28,4s)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




L4 ANSWER 9 OF 23 HCAPLUS COPYRIGHT 2007 ACS on STN (Continued) 
RN 863302-26-5 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4-fluoro-l- [ [[A-l {( 3R) - 3- fluoro- 1- 

pyrrolidinyl) carbonyl J bicyclo [2 .2 .2)oct-l-yl) amino) acetyl)- (9CI) 
INDEX NAME) 

Absolute stereochemistry. 



L4 ANSWER 9 OF 2 3 HCAPLUS COPYRIGHT 2007 ACS on STN 
Absolute stereochemistry. 



(Continued) 



•O 




RN 863302-27-6 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 1- t E (4- I (3, 3-di fluoro- 1- 

pyrrolidinyl) carbonyl) bicyclo [2 .2 . 2 Joct- 1-yl ) amino ] acetyl) -4 - fluoro- 
<2S,4S>- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




Oc 



863302-28-7 HCAPLUS 

2-Pyrrolidinecarbonitrile. 4-fluoro-l-U (4- [ { ( 3S) -3-f luoro-1- 
pyrrolidinyll carbonyl Jbicyclo [2. 2. 2 Joct-l-yl) amino) acetyl)-, (2S,43>- 
(9CI) (CA INDEX NAME) 




RN 863302-29-8 HCAPLUS 

CN 3-Piperidinecarboxylic acid, 1- I [4- [ [2- I (2S. 4S ) -2-cyano- 4 - fluoro- 1 - 

pyr rolidinyl)-2-oxoethyl) amino Jbicyclo (2. 2.2 ) oct-l-yl) carbonyl ) -, ethyl 
ester, (3S»- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 863302-30-1 HCAPLUS 

CN 3-Piperidinecarboxyllc acid. 1- ( [4- [ (2- ( (25, 43) -2-cyano-4- f luoro-1- 

pyrrolidinyl)-2-oxoethyl)aminol bicyclo (2. 2. 2 Joct-l-yl) carbonyl)-. ethyl 
ester, (3R»- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



10507005 
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RN 863302-31-2 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4-f luoro-1- I I {4- I I ( 3S ) - 3-hydroxy-l- m 

pyrrolidinyl]carbonyl]bicyclo (2. 2. 2)oct-l-yl] amino) acetyl)- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry.. 




RN 863302-32-3 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, A-t luoro-1- [ [ [A- [ [ (3R) -3-hydroxy-l- 

pyrrolidinyljcarbonyl]bicyclol2.2.2]oct-l-yl J amino) acetyl ) - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 
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Absolute stereochemistry. 




RN 863302-35-6 HCAPLUS 

CN Bicyclo[2.2.2Joctane-l-carboxamide, 4- ( {2- [ (25, AS) -2-cyano-4-f luoro-1- 
pyrrolidinyl)-2-oxoethyl}amino)-N-ethyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 863302-36-7 HCAPLUS 

CN Bicyclo(2.2 . 2 ) octane- 1-carboxamide, 4-1 [2- ( (25, 45) -2-cyano-4-f luoro- 1- 
pyrrolidinyl)-2-oxoethyl)amino)-N-propyl- (9CI) (CA INDEX NAME) 



L4 ANSWER 9 Of 2 3 HCAPLUS COPYRIGHT 2007 ACS on STN (Continued) 




'OH 



RN 863302-33-4 HCAPLUS 

CN Acetamide, N- {1- [ [4- { (2- ( (23, 4S ) -2-cyano-4 - f luoro- 1-pyrrolidinyl J -2- 

oxoethyl)aminolbicyclo(2.2."2]oct-l-yl)carbonyl) -4 -phony 1-4 -piper idinyl ) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 863302-34-5 HCAPLUS 

CN Bicyclo[2 .2 .2Joctane-l-carboxamide, 4-1 (2-( <2S, 4S) -2-cyano-4-f luoro-1- 
pyrrolidinyl}-2-oxoethyll amino) -N-methyl- (9CI) (CA INDEX NAME) 



L4 ANSWER 9 OF 23 HCAPLUS COPYRIGHT 2007 ACS on STN (Continued) 




RN 863302-37-8 HCAPLUS 

CN Bicyclo(2.2.2Joctane-l-carboxamide, 4-| [2-( (2S, 4S) -2-cyano-4- f luoro-1- 
pyrrolidinyl]-2-oxoethyl)amino}-N-cyclopropyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 863302-38-9 HCAPLUS 

CN Bicyclol 2. 2. 2) octane- 1-carboxamide, 4- ( (2- ( (2S, 45) -2-cyano-4-f luoro- 1- 

pyrrolidinyl]-2-oxoethyl) amino) -H- ( 1-methylethyl) - (SCI) (CA INDEX NAME) 

Absolute stereochemistry. 



Absolute stereochemistry. 



10507005 
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RN 863302-39-0 HCAPLUS 

CN Bicyclol2 . 2 . 2 )octane-l-carboxamide, 4 - ( (2-H2S, 4S) -2-cyano-4- f luoro-1- 
pyrrolidinyll-2-oxoethyl}amino]-N- (1-raethylpropyl)- (9CI) (CA INDEX 

NAME ) 

Absolute stereochemistry. 




RN 863302-40-3 HCAPLUS 

CN Bicyclo{2 .2. 2) octane-l-carboxanu.de, 4- { {2- ( ( 2S , 4S ) -2-cyano-4- f luoro-1- 
pyrrolidinyl)-2-oxoethyl)amino]-N- ( 1, 1 -dimethylethyl J - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 



L4 ANSWER 9 OT 2 3 HCAPLUS COPYRIGHT 2007 ACS on STN (Continued) 




RN 863302-41-4 HCAPLUS 

CN Bicyclo[2 .2 .2) octane- 1-carbcxamide, 4- [ [2- [ (2S, 4S) -2-cyano-4- f luoro-1- 
pyrrolidinyl)-2-oxoethyl]aminol-N-cyclohexyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 863302-42-5 HCAPLUS 

CN Bicyclo{2.2 .2 J octane- 1 -carboxamide , 4- [ [2- { (2S, 45)-2-cyano-4-fluoro-l- 

pyrrolidinyl)-2-oxoethyl]araino)-N-(phenylmethyl)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



L4 ANSWER 9 OT 2 3 HCAPLUS COPYRIGHT 2007 ACS on STN (Continued) 




CN Bicyclo[2.2.2Joctane-l-carboxamide, 4-J[2-[ (2S, 4S)-2-eyano-4-fluoro-l- 
pyrrolidinyl)-2-oxoethyl] amino) -N-phenyl- (9CI) (CA INDEX NAME ) 

Absolute stereochemistry. 




O^ NHPh 

RN 863302-44-7 HCAPLUS 

CN Bicyclo(2.2.2}octane-l-carboxamide, 4-[{2-[ (2S, 4S ) -2-cyano-4- f luoro- 1- 

pyrrolidinyl] -2-oxoethyl] amino) -N- (3-hydroxytr icyclo [3 . 3. 1 .13. 7]dac-l-yl)- 
(9CI> (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 863302-45-8 HCAPLUS 

CN Bicyclo[2.2 .2 J octane- 1 -carboxamide, 4 - I (2- ( (2S, 45) -2-cyano-4 -f luoro- 1- 
pyrrolidinyl]-2-oxoethyl]amino}-N-(2-hydroxyethyl)- (9CI) (CA INDEX 

NAME) 

Absolute stereochemistry. 




RN 863302-46-9 HCAPLUS 

CN Bicyclo[2.2.2]oetane-l-carboxamide, 4- [ 12- I (25. 4S) -2-cyano-4- f luoro-l- 
pyr rolidinyl ) -2-oxoethyl | amino J -N- ( 3-pyr idinylmethyl ) - (9CI) (CA INDEX 
NAME) 



Absolute stereochemistry. 



10507005 
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CN 




RN 663302-47-0 HCAPLUS 

CN Bicyclo[2 .2.2]octane-l-carboxaraide, 4- { (2- ( (2S, 4S) -2-cyano-4- f luoro- 1- 
pyrrolidinyl } -2-oxoethyl J amino) -N- [ (4- f luorophenyl) methyl] - ( SCI ) (CA 
INDEX NAME) 

Absolute stereochemistry. 




RN 863302-48-1 HCAPLUS 

CN Bicyclo[2.2.2]octane-l-carboxamide, 4-1 [2-[ (2S, 4S) -2-cyano-4-fluoro-l- 
pyrrolidinyl]-2-oxoethyl)amino]-N-(diphenylmethyl) - (9CI) (CA INDEX 

NAME) 



L4 ANSWER 9 OF 23 HCAPLUS COPYRIGHT 2007 ACS on STN (Continued) 
Absolute stereochemistry. 




RN 863302-4 9-2 HCAPLUS 

CN Bieyclo(2 .2.2]octane-l-carboxamide, 4-1 1 2- [ |2S, 4S) -2-cyano-4- t luoro- 1- 

pyrrolidinyl)-2-oxoethyl} amino] -N- [ ( 3S> -1- (phenylmethyl ) -3-pyrrolidinyl ) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 663302-50-5 HCAPLUS 

CN BicycloI2 .2 . 2) octane- 1-carboxamide, 4-[ {2- { (2S, 4S ) -2-cyano- 4 - f luoro- 1- 

pyrrolidinyl]-2-oxoethyl]arainol-N-(2-fluoroethyl)- <9CI> (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 863302-51-6 HCAPLUS 

CN Bicyclo(2.2.2)octane-l-carboxamide, N- (2-cyanoethyl ) -4- I [2-(<2S, 4S)-2- 

cyano-4-£luoro-l-pyrrolidinyl]-2-oxoethyl]amino]- (9C1) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 863302-52-7 HCAPLUS 

CN Bicyclol2.2.2|octane-l-carboxamide, N-butyl-4- I [2- [ <2S, 4S) -2-cyano-4- 
fluoro-l-pyrrolidinyl)-2-oxoethyl]arainol- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



L4 ANSWER 9 OF 23 HCAPLUS COPYRIGHT 2007 ACS on STN (Continued) 




RN 863302-53-6 HCAPLUS 

CN Bicyclo{2.2 ,2)octane-l-carboxamide, 4-[ (2- ( (2S, 45 ) -2-cyano-4- r luoro- 1- 
pyrrolidinyl]-2-oxoethyl] amino) -N-pentyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 863302-54-9 HCAPLUS 

CN Bicyclo{2.2.2]octane-l-carboxamide / 4r( [2- [ (2S, 45 } -2-cyano- 4 - fluoro- 1- 
pyrrolidinyl) -2-oxoethyl] amino] -N-hexyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



10507005 
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*! M 
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^ (CH 2 )7 



RJI 863302-S5-0 HCAPLUS 

CN Bicyclo[2 .2 .2] octane-l-carboxamide, 4- [ [2- ( (2S, 4S) -2-cyano-4- f luoro-l- 
pyr rolidinyl ) -2-oxoethyl ) amino } -N-heptyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 663302-57-2 HCAPLUS 

CN Bicyclo[2.2 .2 ] octane-l-carboxamide, 4-{[2-f(2S,4S) -2-cyano-4- f luoro-1- 
pyrrolidinyl}-2-oxoethyl) amino] -N- (4-hydroxybicyclo (2 . 2 . 2 1 oct-l-yl ) - 

(9CI) 

(CA INDEX NAME) 
Absolute stereochemistry. 

PAGE 1-A 




CN 



863302-56-1 HCAPLUS 

Bicyclo( 2. 2. 2} octane-l-carboxamide, 4-1 (2- { (23, 4S ) -2-cyano- 4 - fluoro-1- 
pyrrolidinyl)-2-oxoethyl} amino] -N-octyl- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 



L4 ANSWER 9 OF 23 HCAPLUS COPYRIGHT 2007 ACS on STN (Continued) 



PAGE 2 -A 




OH 



RN 863302-58-3, HCAPLUS 

CN Bicyclo[2.2 . 2] octane-l-carboxaraide, 4-1 [2-[ (2S, 4S)-2-cyano-4-fluoro-l- 

pyrrolidinyl]-2-oxoethyl]amino]-N-((lS)-l-methylpropyl]- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




RN 863302-59-4 HCAPLUS 

CN Bicyclo[2 .2 . 2 ] octane- 1-carboxamide, 4-([2-((25,4S) -2-cyano-4- f luoro-l- 
pyr rol idinyl J -2-oxoethyl ] amino ] -N- { ( 1R) - 1-methy lpropyl ] - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 
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RN 863302-60-7 HCAPLUS 

CN Bicyclol2.2.2]octane-l-carboxamide, 4- ( (2-[ <2S, 4S) -2-cyano-4-f luoro-1- 
pyrrolidinyl]-2-oxoethyl)amino]-N-2-thiazolyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 863302-61-8 HCAPLUS 

CN Bicyclo[2.2.2]octano-l-carboxamide, 4- ( (2- J <2S, 4S) -2-cyano-4- f luoro-1- 
pyrrolidinyl]-2-oxoothyl)amino]-N-(4-fluorophenyl)- (9CI) (CA INDEX 

NAME) 



Absolute stereochemistry. 



10507005 
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RN 863302-62-9 HCAPLUS 

CN Bicyclo [2 . 2 .2] octane-l-carboxamide, 4- ( {2- ( (25, 4S > -2-cyano-4- f luoro- 1 - 
pyrrolidinyl]-2-oxoethyl]aminoJ-N-2-propenyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




H 



RN 863302-63-0 HCAPLUS 

CN Bicyclo [2. 2 . 2 ) octane-l-carboxamide, 4- [ (2- [ (2S, 4S) -2-cy»no-4- tluoro-1- 

pyrrolidinyl)-2-oxoethyl] amino) -N- [ (3S) -hexahydro-2-oxo-lH-atepin-3-ylJ - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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O 



RN 863302-64-1 HCAPLUS . 

CN L- Phenylalanine, N- ( (4- ( (2- I <2S, 4S » -2-cyano-4- t luoro- 1-pyrrolidinyl j -2- 
oxoethyl)amino)bicyclo[2.2.2]oct-l-yl)carbonyl)-. ethyl ester (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 




RN 863302-65-2 HCAPLUS 

CN Bicyclo{2.2.2]octane-l-carboxylic acid, 4- [ ( (4- [ (2- ( ( 2S, 4S) -2-cyano-4- 
f luoro-l-pyrrolidinyl}-2-oxoathyl) amino J bicyclo (2 .2.2 Joct-1- 
yDcarbonyl) amino)-, ethyl ester (9CI) (CA INDEX NAME) 




(Continued) 
PAGE 1-A 



PAGE 2-A 

8 

PAGE 2-A F 

RN 863302-67-4 HCAPLUS 

CN Bicyclo [2. 2 . 2 J octane-l-carboxamide, 4- ( (2- [ (25, 45) -2-cyano-4-f luoro- 1- 
pyrrolidinyll-2-oxoethyl)amino)-N-(4-methoxyphenyl)- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




RN 8 63302-66-3 HCAPLUS 
CN 1, 4 ' -Bipiperidine, 

l'-lH-f I2-I (2S,4S)-2-cyano-4-fluoro-l-pyrrolidinyl)-2- 

oxoethyllaminojbicyclot2.2.2)oct-l-yljcarbonyl]- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 



10507005 
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.OMe 



RN 863302-68-S HCAPLUS 

CN Bicyclo {2. 2. 2 J octane- 1-carboxamide, 4 - [ (2- ( <2S, 4S) -2-cyano-4-f luoro-1- 

pyrrolidinyl)-2-oxoethyl)amino)-N- [4- (trirluoromethyDphenyl)- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 




RN 863302-69-6 HCAPLUS 

CN Bicyclo[2 .2 . 2 ) octane- 1-carboxamide, 4- [ (2- [ (25, 45 ) -2-cyano-4- f luoro- 1- 
pyrrolidinyl)-2-oxoethyl)amino]-N-tricyclo[3.3.1 . 13, 7 ] dec- 1-yl- (9CI) 

(CA 

INDEX NAME ) 
Absolute stereochemistry. 
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RN 863302-70-9 HCAPLUS 

CN Bicyclo{2.2.2 J octane- 1-carboxamide, 4-f [2- ( (2S, 45) -2-cyano-4-f luoro- 1- 

pyrrolidinyl]-2-oxoethyl]amino|-N-(l-ethylpropyl)- (9CI) <CA INDEX NAME) 

Absolute stereochemistry. 




CHEt2 



RN 863302-71-0 HCAPLUS 

CN Bicyclol2 .2.2 J octane- 1 -carboxaraide, 4- [ (2- I (23, 45) -2-cyano-4-fluoro-l- 

pyrrolidinyl)-2-oxoethyl}amino]-N-[ ( 1R) -1-methylhexyl) - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 
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RN 663302-72-1 HCAPLUS 

CN (1,4 '-Bipiperidine)-3-carboxaraida, 

l"-( [4-( [2-[<2S,4S)-2-cyano-4-fluoro-l- 

pyrrolidinyl] -2-oxoethyll amino) bicyclo{2 . 2 .2 Joct-l-ylJcarbonylJ-N,N- 

diothyl-, (3R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 

PAGE 1-A 
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PAGE 2 -A 
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RN 663302-73-2 HCAPLUS 

CN Bicyclo[2 .2 . 2] octane- 1-carboxamide, 4- { |2- [ (2S. 4S) -2-cyano-4-fluoro-l- 

pyrrolidinyH-2-oxoethyl]amino|-N-( (1R) -1-methylheptyl)- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




RN 863302-74-3 HCAPLUS 

CN [1, 4'-Bipiperidine|-3-carboxylic acid, 1 *- 114- I (2- { (23, 4S) - 2 -cyano- 4- 

fluoro-l-pyrrolidinyl) -2-oxoethyl) amino) bicyclo (2 .2 .2)oct-l-yl Jcarbonyl)-, 
ethyl ester, <3R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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PACE 1-A 




PACE 2 -A 

I 

T 



RN 863302-75-4 HCAPLUS 

CN Bicyclo(2 . 2 .2 ) octane- 1-carboxamide, 4- [ [2- { (2S, 4S ) -2-cyano-4-f luoro-l- 
pyrrolidinyl] -2-oxoethyl J amino) -N- { (IS) -1-methylheptyl] - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 



L4 ANSWER 9 OP 23 HCAPLUS COPYRIGHT 2007 ACS on STN (Continued) 




RN 963302-76-5 HCAPLUS 

CN Bicyclol2.2.2]octane-l-carboxamide, 4-1 (2-[ (2S, 4S) -2-cyano-4-f luoro-l- 
pyrrolidinyl] -2-oxoethyl]amino)-N- [ (lR)-l-phenylethyl)- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




RN 863302-77-6 HCAPLUS 

CN Bicyclo(2.2.2]octane-l-carboxamide, 4-( (2- [ (25, 4S > -2-cyano-4-f luoro-l- 
pyrrolidinyl ] -2-oxoethyl ] amino } -N- ( 4 -methyl-2-thia:iolyl ) - (9CI) (CA 

INDEX 

NAME) 

Absolute stereochemistry. 
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RN 863302-78-7 HCAPLUS 

CN Bicyclo I 2. 2. 2] octane- 1-carboxamide, 4- [ {2- { (2S, 4S ) -2-cyano-4- f luoro-l- 
pyrrolidinyl ) -2-oxoethyl J amino) -N- { ( IS) - 1-methylhexyl J - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




RN 863302-79-B HCAPLUS 

CN Bicyclo[2.2.2)octane-l-carboxaraide. 4-1 [2-[ (25, 4S)-2-cyano-4-fluoro-l- 
pyrrolidinyU-2-oxoethyl}aminol-N-[ I IS) -1 , 2, 2-trimethylpropyl ) - (9CI) 

(CA 

INDEX NAME) 
Absolute stereochemistry. 



L4 ANSWER 9 OF 2 3 HCAPLUS COPYRIGHT 2007 ACS on STN (Continued) 




RN 863302-80-1 HCAPLUS 

CN Bicyclo[2.2.2Joctane-l-carboxamide, 4-( [2-1 (2S, 4S ) -2-cyano-4- f luoro-l- 
pyrrolidinyl] -2-oxoethyl]araino)-N-(4-phenyl-2-thiazolyl) - (9CI) (CA 

INDEX 

NAME) 

Absolute stereochemistry. 




RN 863302-81-2 HCAPLUS 

CN Bicyclo(2.2.2toctane-l-carboxamide, 4-( [ 2 - f (2S, 4S) -2-cyano-4- f luoro- 1- 

pyrrolidinyl) -2-oxoethyl 1 amino) -N- ( tetr*hydro-2H-pyran-4-yl ) - (9CI » ICA 
INDEX NAME) 

Absolute stereochemistry. 



10507005 
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RN 863302-82-3 HCAPLUS 

CN Bicyclo{2 .2 . 2 ] octane- 1-carboxaraide, 4- I (2- ( <2S, AS) -2-cyano-4 - fluoro- 1- 

pyrrolidinyl)-2-oxoethyl]amino)-N-[ < IS ) - 1 -phenylethyl ] - <9CI> {CA INDEX 
NAME) 

Absolute stereochemistry. 




RN 863302-83-4 HCAPLUS 

CN Bicyclo (2. 2. 2 J octane- 1-carboxamide, N- (4-chlorophenyl) -4- { (2- I (2S, AS) -2- 
cyano-4-fluoro-l-pyrrolidinyl) -2-oxoethyl] amino]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 863302-B4-5 HCAPLUS 

CN Bicyclo I 2 .2 . 2]octane-l-carboxaraide, N- ( 4-acetylphenyl ) -4- { [2- [ (2S, 4S) -2- 
cyano-4-fluoro-l-pyrrolidinyl]-2-oxoethyl]aminol- (SCI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 863302-85-6 HCAPLUS 

CN Bicyclo[2 .2 -2]octane-l-carboxamide, N-2-benzothiazolyl-4- I [2- ( (2S, 4S) -2- 
cyano-4-fluoro-l-pyrrolidinyl] -2-oxoethyl ) amino ) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



L4 ANSWER 9 OF 2 3 HCAPLUS COPYRIGHT 2007 ACS on STN (Continued) 




RN 863302-86-7 HCAPLUS 

CN 4-Thiazoleacetic acid, 2- [ [[4- [ (2- [ (2S, 4S) -2-cyano-4-f luoro-1- 

pyrrolidinyl) -2-oxoethyl) amino) bicyclo [2. 2. 2 ) oct- 1-yl ] carbonyl J amino]-, 
ethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 863302-87-8 HCAPLUS 

CN Bicyclo(2.2 . 2 ] octane- 1-carboxamide, 4- [ (2- ( <2S, 4S) -2-cyano-4-f luoro-1- 
pyrrolidinyl]-2-oxoethyl)amino)-N-(4-methylphenyl)- (9CI) (CA INDEX 

NAME) 



L4 ANSWER 9 OF 2 3 HCAPLUS COPYRIGHT 2007 ACS on 5TN (Continued) 



F 




RN 863302-88-9 HCAPLUS 

CN Bicyclo (2 .2. 2) octane- 1-carboxamide, 4-[ [2- [ (2S, 4S) - 2 -cyano-4- fluoro- 1- 

pyrrolidinyl) -2-oxoethyl J amino] -N- (4- (methylsul fonyl) phenyl ] - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 




Me 



RN 863302-89-0 HCAPLUS 

CN Bicyclo! 2.2 .2] octane- 1-carboxaraide, N- 1 4 - (aminocarbonyl ) phenyl] -4- | {2- 
| (25, 4S)-2-cyano-4-f luoro- 1-pyrrolidinyl] -2-oxoethyl) amino J - (9CI) (CA 
INDEX NAME) 



Absolute stereochemistry. 



Absolute stereochemistry. 



10507005 
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RN 863302-90-3 HCAPLUS 

CN Bicyclo(2 .2.2)octane-l-carboxamide. 4-{ (2-( (25, 45 ) -2-cyano-4 - f luoro- 1- 

pyrrolidinyl}-2-oxoethyl]amino]-N-(4-cyanophenyl)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 863302-91-4 HCAPLUS 

CN Bicyclo(2.2. 2] octane- 1-carboxaraide, 4 - [ (2-{ (25, 4S ) -2-cyano-4 - f luoro- 1- 

pyr rol idinyl ) -2-oxoethyl ] amino ) -N- [4- ( ( tr if luoromethyl ) sul fonyl ] phenyl ] - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 963302-92-5 HCAPLUS 

CN Bicyclo(2.2.2)octane-l-carboxamide, N- ( 4 -benxoylphenyl ) -4 - { 1 2- [ (2S, 4S) -2- 
cyano-4-fluoro-l-pyrrolidinylJ-2-oxoethyl)aniino]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



F 

\ 




RN 863302-93-6 HCAPLUS 

CN BicycloI2.2.2]octane-l-carboxamide 1 N- { 4 - { aninosul fonyl ) phenyl ] - 4- I [2- 
( (25, 45) -2 -cyano-4-f luoro- 1 -pyrrol idinyl) -2-oxoethyl J ami no J - {9CI ) (CA 
INDEX NAME) 

Absolute stereochemistry. 
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RN 863302-94-7 HCAPLUS 

CN Bicyclo!2.2.2]octane-l-carbox*raide, 4-[(2-((2S, 4S) -2-cyano-4-f luoro- 1- 

pyr rol idinyl] -2-oxoethyl J amino ) -N- {2- (tr if luoromethyl) phenyl J - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 




CF 3 



RN 863302-95-8 HCAPLUS 

CN Bicyclol2 .2. 2) octane- 1-carboxaraide, 4-1 (2-( (2S, 4S) -2-cyano-4-f luoro-1- 
pyrrolidinyl) -2-oxoethyl J amino J -N- (2- fluorophenyl ) - (9CI) (CA INDEX 

NAME) 



L4 ANSWER 9 OT 23 HCAPLUS COPYRIGHT 2007 ACS on STN (Continued) 



F 




F 



RN 8 63302-96-9 HCAPLUS 

CN Bieyelo[2.2.2}octane-l-carboxaoide, 4-( (2-1 <2S, 4S) -2-cyano-4- f luoro-1- 
pyr rol idinyl ) -2-oxoethyl ) amino) -N-(4-fluoro-3-( tri f luoromethyl ) phenyl ) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



F 




RN 863302-97-0 HCAPLUS 

CN Bicyclo[2.2.2Joctane-l-carboxanide, 4-( (2-( <2S, 4S) -2-cyano-4-f luoro- 1- 

pyrrolidinyl] -2-oxoethyl ) amino) -N- ( 6-f luoro-2-benzothiazolyl ) - (9CI) (CA 
INDEX NAME) 



Absolute stereochemistry. 



Absolute stereochemistry. 



10507005 



L4 ANSWER 9 Of 23 HCAPLUS COPYRIGHT 2007 ACS on STN (Continued) 




RN 663302-98-1 HCAPLUS 

CN Bicyclo{2.2 . 2] octane-l-earboxamide, 4- I [2- [ <2S, 4S) -2-cyano-4-f luoro-1- 

pyrrolidinyl]-2-oxoethyl)amino]-N- (4-cyclopropyl-2-thiaxolyl)- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 




RN 863302-99-2 HCAPLUS 

CN S-Thiarolecarboxylic acid, 2- [ [ 1 4- ( (2- [ (2S, 4S) -2-eyano-4- £luoro-l- 

pyrrolidinyl]-2-oxoethyl]amino]bicyclo[2 .2 . 2 ) oct-1 -yl J carbonyl J amino ] -4- 
phenyl-, ethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 663303-00-8 HCAPLUS 

CN Bicyclo{2.2.2)octano-l-carboxamide, 

N- {2-chloro-4- (tr if luororaothyl) phenyl ) - 

4- { [2-1 (2S, 45)-2-cyano-4-fluoro-l-pyrrolidinyl]-2-oxoethyl]amino) - (9CI) 

(CA INDEX NAME) 

Absolute stereochemistry. 




CI 



RN 663303-01-9 HCAPLUS 

CN Bicyclo[2 .2.2]octane-l-carboxamide, 4- [ {2-1 (25, 4S) -2-cyano-4-f luoro-l- 
pyrrolidinyl J -2-oxoethyl J amino] -N- ( 3- f luorophenyl ) - (9CI) (CA INDEX 

NAME) 

Absolute stereochemistry. 
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RN 863303-02-0 HCAPLUS 

CN Bicyclo{2.2.2]octane-l-carboxaaide, N- ( (4-chlorophenyl) methyl] -4- [ (2- 

{ (2S, 4S)-2-cyano-4-fluoro-l-pyrrolidinylJ-2-oxoethyl]araino}- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 
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CF 3 



RN 663303-04-2 HCAPLUS 

CN 4-Thiazoleaeetic acid, 2- [ { {4- 1 12- ( f 2S, 4S) -2-cyano-4-f luoro-l- 
pyrrolidinyl } -2-oxoethyl 3 ami no) bicyclo [2.2.2] oct-l-yl J carbonyl ] amino) - 
o-(methoxyimino)-, ethyl eater (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry unknown. 





RN 663303-03-1 HCAPLUS 

CN Bicyclo[2.2.2)octane-l-carboxamide, 4- [ [2-£(25. 4S> -2-cyano-4-f luoro-l- 
pyrrolidinyl] -2-oxoethyl)aminoJ -N- [4- fluoro-2- (tri f luoromethyl)phenyl) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 863303-05-3 HCAPLUS 

CN Bicyclo[2.2.2]octane-l-carboxaraide, 4- [ 12- I (25, 4S) -2-cyano-4- f luoro- 1- 
pyrrolidinyl]-2-oxoethyl]araino]-N-[(4-raethylphenyl)methyl]- (9CI) (CA 
INDEX NAME ) 



Absolute stereochemistry. 



10507005 
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Me 



RN 863303-06-4 HCAPLUS 

CM Bicyclo[2 .2 .21octane-l-carboxamide, 4-( (2-( (2S, 4S) -2-cyano-4- f luoro-1- 
pyrrolidinyl) -2-oxoethyl] amino) -N- I [4- (triiluoromethyDphenyl)methyl) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN B63303-07-5 HCAPLUS 

CN Bicyclo(2.2.2)octane-l-carboxamide, 4-( [2-[ <2S, 4S ) -2-cyano-4- t luoro- 1- 



L4 ANSWER 9 OT 23 HCAPLUS COPYRIGHT 2007 ACS on STN (Continued) 

pyrrolidinyl)-2-oxoethyl)amino)-N-(4-(l-iMthylethyl>phenyl)- (9CI) (CA 

INDEX NAME) 
Absolute stereochemistry. 




RN 863303-08-6 HCAPLUS 

CN Bicyclo(2.2.2)octane-l-carboxamide, 4- [ £2-[ (2S, 4S) -2-cyano-4-f luoro-1- 

pyrrolidinyl] -2-oxoethyl] amino) -N-( 4- (2-hydroxyethyl)phenyl)- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 



F 




RN 863303-09-7 HCAPLUS 

CN Bicyclo[2.2.2)octane-l-carboxamide. N- (4-butylphenyl) -4- ( (2- [ (2S, 45 > -2- 
cyano-4-fluoro-l-pyrrolidinyl] -2-oxoethyl) amino)- (9CI) (CA INDEX NAME) 



L4 ANSWER 9 OF 23 HCAPLUS COPYRIGHT 2007 ACS on STN (Continued) 
Absolute stereochemistry. 



F 




RN 863303-10-0 HCAPLUS 
CN Benzeneacetic acid, 

4- {[ (4-1(2-1 (23, 4S)-2-cyano-4-fluoro-l-pyrrolidinyl]-2- 

oxoethyl]araino]bicycloI2.2.2]oct-l-yl]carbonyl]aminol-, ethyl ester (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 




RN 863303-11-1 HCAPLUS 

CN Bicyclo[2 .2 .2)octane-l-carboxamide« 4- ( [2-{ (2S, 4S ) -2-cyano-4- f luoro- 1- 
pyrrolidinyl) -2-oxoethyl] amino] -N- (4- ( 4-morpholinyl) phenyl ) - (9CI) (CA 
INDEX NAME) 
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F 



RN 863303-12-2 HCAPLUS 

CN Bicyclo(2 .2 .2|octane-l-carboxamide. 4-( (2- I (2S, 45) -2-cyano-4-f luoro-1- 
pyrrolidinyl J -2-oxoethyl] amino ]-N-( 4- (phenylraethyl) phenyl)- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 



F 




RN 8 63303-13-3 HCAPLUS 

CN Bicyclo(2 .2 .2)octane-l-carboxamide, 4- ( [2- [ (2S, 4S ) -2-cyano-4- f luoro- 1- 
pyrrolidinyl ) -2-oxoethyl ) amino ) -N- ( 4 - ( 1 , 1-dimethylethyl) phenyl ) - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 



Absolute stereochemistry. 



10507005 
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RN 663303-14-4 HCAPLUS 

CM Bicyclo[2.2 .2)octane-l-carboxamide, 4-( (2-{ (2S, 4S) -2-cyano-4-f luoro-1- 

pyrrolidinyl]-2-oxoethylJ amino} -N-(4-ethylphenyl»- (9CI) (CA INDEX NAME) 

Absoluts stereochemistry. 




RN 863303-15-5 HCAPLUS 

CN Bicyclo{2.2 .2)octane-l-carboxamide, N- ( 3-chlorophenyl ) -4 - { (2 - [ ( 2S, 4S ) -2- 
cyano-4-fluoro-l-pyrrolidinyl)-2-oxoethyl)amino)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 863303-16-6 HCAPLUS 

CN Bicyelo(2.2 .2) octane- 1-carboxamide, N- ( 2 -chlorophenyl ) -4- [ (2- ( (23, 4S) -2- 
cyano-4-fluoro-l-pyrrolidinyl}-2-oxoethyl]amino)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




cl 



RN 863303-17-7 HCAPLUS 

CN Bicyclo[2.2.2)octane-l-carboxamide, 4-[ [2- [ (2S, 4S) -2-eyano-4-fluoro- 1- 
pyrrolidinyl)-2-oxoethyl]amino)-N-(3-methylphenyl)- (9CI) (CA INDEX 

■ NAME) 

Absolute stereochemistry. 
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RN 863 303-1*8-8 HCAPLUS 

CN Bicyclo(2.2.2)octane-l~carboxamide, 4- ( (2- [ ( 23 , 4S ) -2-cyano-4-f luoro- 1- 

pyrrolidinyl ) -2-oxoethyl ] amino ) -N- { 4- ( 1-methylpropyl ) phenyl ] - ( 9CI ) (CA 
INDEX NAME) 

Absolute stereochemistry. 



P 




RN 863303-19-9 HCAPLUS 

CN Bicyclo[2.2.2|octane-l-carboxamide, 4-((2-({2S, 43 > -2-cyano-4-f luoro-1- 

pyrrolidinyl]-2-oxoethyl)amino}-N-(4-octylphenyl)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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F 




RN 863303-20-2 HCAPLUS 

CN Bicyclo[2.2.2]octane-l-carboxamide, 4-( [2-[ (2S, 4S) -2-cyano-4-fluoro-l- 

pyrrolidinyl) -2-oxoethyl) amino) -N- (2, 4-dichlorophenyl ) - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 



F 




Cl 



RN 863303-21-3 HCAPLUS 

CN Bicyclo[2 .2 . 2) octane- 1 -carboxamide, 4- [ [2- [ (2S, 4S) -2-cyano-4- (luoro-l- 
pyrrolidinyl ) -2-oxoethyl ) amino ) -N- { 4 - ( 2-pyr idinyl ) -2- thiazolyl ) - (9CI) 
(CA INDEX NAME) 



Absolute stereochemistry. 



10507005 
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RN 663303-22-4 HCAPLUS 

CM Bicyclo(2 .2.2]octane-l-carboxamide, 4- J [2- { (2S, 45 } -2-cyano- 4- f luoro- 1- 
pyrrolidinyl)-2-oxoethyl] amino] -N- (4- ( 4-pyr idinyl > -2- thiazolyl ) - (SCI) 
(CA INDEX NAME) 

Absolut© stereochemistry. 




963303-23-5 HCAPLUS 

Bicyclo(2.2.2]octane-l-carboxaaide, 4- [ [2- [ (2S. 4S) -2-cyano- 4- f luoro- 1- 
pyrrolidinyll-2-oxoethyl]atsino]-N-(2-methylphenyl)- (9CI) (CA INDEX 



L4 ANSWER 9 Or 2 3 HCAPLUS COPYRIGHT 2007 ACS on STN (Continued) 
Absolute stereochemistry . 




RN 863303-24-6 HCAPLUS 

CN Bicyclo[2.2.2)octane-l-carboxamide, 4-[(2-[(2S,45) -2-cyano-4-f luoro- 1- 

pyrrolidinyl]-2-oxoethyl)amino]-N-(2,4-di<nethylphenyl)- (9CI) (CA INDEX 



Absolute stereochemistry. 




RN 863303-2S-7 HCAPLUS 

CN Bicyclol2.2.2]octane-l-carboxamide, 4- 1 12- [ ( 2S , 4 S ) -2-cyano- 4 - f luor o- 1 - 



L4 ANSWER 9 OF 2 3 HCAPLUS COPYRIGHT 2007 ACS on STN (Continued) 

P yrrolidinylJ-2-oxoethylJanino]-N-(4-cyclohexylphenyl)- (9CI) (CA INDEX 
NAME) t 

Absolute stereochemistry. 




RN 863303-26-8 HCAPLUS 

CN Bicyclo[2 . 2 . 2 J octane-l-carboxamide, 4- ( (2- { (2S, 4S) -2-cyano-4-fluoro-l- 

pyrrolidinyl}-2-oxoethyl)amino}-N-(4-(pentyloxy)phenylJ- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 



r 




RN B63303-27-9 HCAPLUS 

CN Bicyclo(2.2.2]oct*ne-t-earboxamide, 4- [ {2- ( (2S, 4S) -2-cyano-4-fluoro-l- 

pyrrolidinyl ) -2-oxoethyl) amino] -N- (4- ( 2 -phenylethenyl) phenyl] - (9CI1 (CA 
INDEX NAME) 
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F 




RN 863303-28-0 HCAPLUS 

CN Bicyclot2.2.2]octane-l-carboxamide, N- (2-chloro-4-methylphenyl ) -4- [ (2- 
l (2S, 4S) -2-cyano-4-f luoro-l-pytrolidinyl]-2-oxoethyl]aminol- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 



F 




CI 



RN 863303-29-1 HCAPLUS 

CN Bicyclo[2 .2.2]octane-l-carboxamide, 4-({2-( (2S, 43 ) -2-cyano- 4- fluoro- 1 - 
pyrrolidinyl] -2-oxoethyl ] amino] -N- (4- (trif luoroaethoxy) phenyl J- (9CI) 

<CA 

INDEX NAME) 
Absolute stereochemistry. 



Absolute stereochemistry. 
Double bond geometry unknown. 



10507005 
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F 




RN 863303-30-4 HCAPLUS 

CN Bicyclo(2 .2.21octane-l-carboxamide, 4- [{2-( (2S, 4S) -2-cyano-4-f luoro-1- 
pyrrolidinyl)-2-oxoethyl}amino)-N-{3-f luoro-4- <4-morpholinyl) phenyl 1- 
(9CI) (CA INDEX NAME) 

Absolut* stereochemistry. 




RN 663303-31-5 HCAPLUS 

CN Bicyclo(2.2.2)octane-l-carboxamide, 4- I ( 2- [ ( 2S, 4S ) -2-cyano-4 - f luoro-1- 
pyrrolidinylJ-2-oxoethyl)araino]-N-(4-ethynylphenyl)- { 9CI ) (CA INDEX 
NAME) 

Absolute stereochemistry. 
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RN 863303-32-6 HCAPLUS 

CN Bicyclo(2.2.2]octane-l-carboxamide, 4-{ (2-{ { 2S , 4S ) -2-cyano- 4 - f luoro- 1 - 
pyrrolidinylJ-2-oxoethyl|aminoJ-N-(2-thienylmethyl>- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




F 



RN 863303-33-7 HCAPLUS 

CN Bicyclo(2 .2 . 2J octane-l-carboxamide, 4-( [2- ( (2S, 45 ) -2-cyano- 4 - f luoro- 1- 
pyrrolidinyl}-2-oxoethyl]araino]-N-(4-(l-piperidinyl)phenyl)- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 
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RN 863303-34-8 HCAPLUS 

CN Bicyclo 12. 2. 2) octane-l-carboxamide, 4- ( |2-( <2S, 4S ) -2-cyano-4-f luoro-1- 
pyrrolidinyl)-2-oxoethyl)amino]-N-(4-ethenylphenyl)- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




RN 863303-35-9 HCAPLUS 

CN BicycloJ2. 2. 2) octane-l-carboxamide. 4-{ (2-( (2S, 4S) -2-cyano-4-f luoro-1- 
pyrrolidinyl)-2-oxoethyl)anino)-N-(2, 4, 6- trimethylphenyl ) - (9CI) (CA 
INDEX NAME) 



L4 ANSWER 9 OF 23 HCAPLUS COPYRIGHT 2007 ACS on STN (Continued) 

PAGE 1-A 




PAGE 2-A 



Me 



RN 863303-36-0 HCAPLUS 

CN Bicyclo[2.2.2)octane-l-carboxamide, N- (4-chloro-2-methylphenyl ) -4-( (2- 
[ <2S, 4S)-2-cyano-4-fluoro-l-pyrrolidinyl)-2-oxoethyl) amino)- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 



Absolute stereochemistry. 



10507005 
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NAME) 



F Absolute stereochemistry. 





RN 863303-37-1 HCAPLUS 

CN Bicyclo[2.2 . 2] octane-l-earboxamide, N- { 4 - ( 4 -chlorophenyl ) -2-thiazolyl ] -4 - 
1(2-1 (2S, 4S)-2-cyano-4-f luoro-l-pyrrolidinyl)-2-oxoethylUminoJ - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry . 





RN 863303-39-3 HCAPLUS 

CN Bicyclot2.2.2)octane-l-cerboxaraide, 4-U2-f (2S. 4S) -2-cyano-4-f luoro- 1- 
pyrrolidinyl) -2-oxoethyl) amino) -N- |4- (I, 1-dimethylethyl) -2-thiazolyl 3 - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




863303-38-2 HCAPLUS 

Bicyclo[2.2.2]octane-l-carbox«mide, 4-[ [2-( (2S, 4S ) -2-cyano-4- f luoro- 1- 
pyrrolidinyl)-2-oxoethylJamino)-N-l. 3,4-thiadiazol-2-yl- (9CI) (CA INDEX 




863303-40-6 HCAPLUS 

Bicyclo[2.2.2Joctane-l-c«rboxaraide, 4-( {2-[ (2S, 4S) -2-cyano-4-f luoro- 1- 
pyrrolidinyl)-2-oxoethyl}araino]-N-(5-methyl-l, 3, 4 -thiadia zol-2-yl ) - (9CI) 
(CA INDEX NAME) 
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Absolute stereochemistry. 




RN 863303-41-7 HCAPLUS 

CN Bicyclo[2.2.2)octane-l-carboxamide, 4-{ [2-[ (2S, 4S) -2-cyano-4-f luoro-1- 

pyrrolidinyl]-2-oxoethyl)amino]-N-(5-ethyl-l, 3, 4-thiadiazol-2-yl) - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 




RN 863303-42-B HCAPLUS 

CN Bicyclo[2.2.2Joctane-l-carbox«mide. 4- { (2- ( (2S, 4S) -2-cyano-4-f luoro-1- 
pyrrolidinylJ-2-oxoethyl]amino)-N-(4, 4-difluorocyclohexyl)- (9CI) (CA 
INDEX NAME) 
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RN 863303-43-9 HCAPLUS 

CN Bicyclo{2.2 .2)octan«s-l-carboxamide, N- ( 4 -chlorophenyl ) - 4- ( (2-[ (2S, 4S)-2- 
cyano-4-fluoro-l-pyrrolidinyl) -2-oxoethylJ amino J -N-methyl- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 



F 




He 



RN 863303-44-0 HCAPLUS 

CN Bicyclo|2.2.2] octane- 1 -carboxamide, N- [ 4- ( acetylamino) phenyl ) -4 - ( [2- 

l (2S, 4S)-2-cyano-4-£luoro-l-pyrrolidinyl]-2-oxoethyllamino]- (9CI) (CA 
INDEX NAME) 



Absolute stereochemistry. 



Absolute stereochemistry. 



10507005 
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RN 663303-45-1 HCAPLUS 

CN Bicyclo[2.2.2]octane-l-carboxamide, 4-( |2-( (2S, 4S) -2-cyano-4 - f luoro- 1- 
pyrrolidinyl } -2-oxoethyl J amino ] -N- ( (lR)-l- (hydroxymethyl ) propyl}- (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 




RN 863303-46-2 HCAPLUS 

CN Bicyclo(2 . 2 . 2 ) octane- 1 -carboxamide, 4-[[2-l(2S,4S) -2-eyano-4-f luoro-1- 

pyrrolidinyl}-2-oxoethyl3 amino] -N- [5- (trif luoromethyl) - 1, 3, 4-thiadiazol-2- 
yl)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



L4 ANSWER 9 OF 23 HCAPLUS COPYRIGHT 2007 ACS on STN (Continued) 




RN 863303-47-3 HCAPLUS 

CN Bicyclo{2.2.2]octane-l-carboxainide, 4-{[2-{(2S,4S) -2-cyano-4-f luoro- 1- 

pyrrolidinyl} -2-oxoethyl) amino) -N- {4- (4-fluorophenyl) -2-thiazolyl ] - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 




RN 863303-46-4 HCAPLUS. 

CN Bicyclo{2 .2 .2]octane-l-carboxamide, 4-( (2-( (2S, 45) -2-cyano-4-f luoro-1- 

pyrrolidinyl)-2-oxoethyl) amino) -N- (S-cyclopropyl-1, 3, 4-thiadiazol-2-yl) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 863303-49-5 HCAPLUS 

CN Bicyclo(2.2.2]octane-l-carboxamide, N- [ 4 - ( 2-benzothiazolyl ) phenyl J -4- [ |2- 
{ <2S, 4S) -2-cyano-4-fluoro-l-pyrrolidinyl]-2-oxoethyl]arainol- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 




RN 663303-S0-8 HCAPLUS 

CN Bicyclol2.2.2]octane-l-carboxamide, 4-((2-( (2S, 4S) -2-cy«no-4-f luoro-1- 

pyrrolidinyl) -2-oxoethyl] amino] -N-f4- ( 1-pyrrolidinyl) phenyl J - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 
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RN 863303-51-9 HCAPLUS 

CN Bicyclol2.2.2)octane-l-earboxaraide, 4-[ |2-[ <2S, 4S) -2-eyano-4-f luoro-1- 
pyrrolidinyl] -2-oxoethyl ] amino )-N-(2-methyl-4- (trif luoromethyl) phenyl )- 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




Me 



RN 863303-52-0 HCAPLUS 

CN Bicyclo[2 .2.2]octane-l-carboxamide, 

N- [4-chloro-2- (trif luoromethyl ) phenyl] - 

4-|(2-((2S, 4S)-2-cyano-4-f luoro- 1-pyrrolidinyl] -2-oxoethyl] aminol- (9C1) 

(CA INDEX NAME) 

Absolute stereochemistry. 



10507005 

L4 ANSWER 9 or 23 HCAPLUS COPYRIGHT 2007 ACS on STN (Continued) 

F 

\ 
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863303-53-1 HCAPLUS 

Bicyclo(2.2 . 2 ) octane- 1-carboxaraide, 4- [ \2- \ {25, 45) -2-cyano-4- f luoro- 1- 
pyrrolidinyl J -2-oxoethyl 1 amino ) -N- (4-propylphenyl) - (9CI) (CA INDEX 



Absoluts stereochemistry. 




863303-54-2 HCAPLUS 

Bicyclo(2.2.2)octane-l-carboxamide, 4-( [2-t <2S, 4SJ -2-cyano-4-iluoro-l- 
pyrrolidinyl) -2-oxoethyl) amino) -N- (4-pentylphenyl) - <9CI> (CA INDEX 



Absolute stereochemistry. 




RN 863303-55-3 HCAPLUS 

CN Bicyclo{2.2 .2}octane-l-carboxamide, 4-[ {2- [ (25, 4S) -2-cyano-4- (luoro- 1- 
pyrrolidinyl J -2-oxoethyl ] amino) -N- f 2- f luoro-4- < trit luoromethyl ) phenyl ) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 863303-56-4 HCAPLUS 

CN Bicyclo(2.2.2)octane-l-carboxamide, 4- £ (2- t (2S, 4S) -2-cyano-4-f luoro-1- 
pyrrolidinyl ) -2-oxoethyl} amino )-N-[(lS)-2- f luoro- 1 -me thy let hyl ) - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 
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RN 863303-57-5 HCAPLUS 

CN Bicyclol2 .2 ,2)octane-l-carboxamide, 4-{ (2-{ {2S, 4S ) -2-cyano-4-f luoro-1- 
pyrrolidinyl ] -2-oxoethyl) amino 1 -N- | (IS) -2-methoxy- 1 -methyl ethyl J - ( 9CI ) 
(CA INDEX NAME) 

Absolute stereochemistry. 




RN 863303-58-6 HCAPLUS 

CN Bicyclo{2 .2.2)oetane-l-carboxamide. 4- [ 12- [ (25, 4S) -2-cyano-4-Muoro-l- 

pyrrolidinyl]-2-oxoethylJaraino)-N-(S-tricyclo[3.3.1.13,7)dec-l-yl-l, 3. 4- 
thiadiazol-2-yl)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 863303-59-7 HCAPLUS 

CN Acetic acid, U 5" t I I <- I (2- ( < 2S. 4S ) -2-cyano-4- fluoro- 1 -pyr rolidinyl ) -2- 

oxoethyl)amino)bicyclol2.2 .2)oct-l-yl J carbonyl ) amino J -1. 3 , 4-thiadiazol - 2 
yljthio)-, ethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 863303-60-0 HCAPLUS 

CN BicycloI2.2 . 2)octane-l-carboxanide, N, H-dibutyl-4- { (2- { (2S, 4S) -2-cyano-4- 
fluoro-l-pyrrolidinyl)-2-oxoethyl)araino)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



10507005 
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RN 863303-62-2 HCAPLUS 

CN Benzoic acid. 4- [ ( [4- [ 1 2- f (2S, 45) -2-cyano-4-f luoro-l-pyrrolidinyl) -2- 

oxoethyl)»mino|bicyclol2.2.2)oct-l-yl)carbonyl)amino)- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry . 



F 




RN 863303-63-3 HCAPLUS 

CN Bicyclo(2.2.2)octane-l-carboxamide„ 4-( [2-[ (2S, 4S ) -2-cyano- 4- t luoro-l- 
pyrrolidinyl } -2-oxoethyl ) amino ) -N- | (1R) -2-f luoro-l-methylethyl] - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 



L4 ANSWER 9 OP 23 HCAPLUS COPYRIGHT 2007 ACS on STN (Continued) 




RN 863303-64-4 HCAPLUS 

CN 1, 3, 4-Thiadiazole-2-cerboxylic acid, 

5- (( 14- 1 12- ((23, 4S)-2-cyano-4-f luoro- 
l-pyrrolidinyl) -2-oxoethyl) amino )bicyclo[ 2. 2 . 2 J oct-l-yl 1 carbonyl } amino} -, 
ethyl eater (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 663303-65-5 HCAPLUS 

CN Bicyclo(2.2.2)octane-l-carboxamide, 4-([2-((2S, 43 > -2-cyano-4-f luoro-l- 
pyrrolidinyl) -2-oxoethyl ) amino ] -N- ( 4-tricyclo [ 3 . 3 . 1 . 13, 7 ) dec-1 -yl-2- 
thiazolyl)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



L4 ANSWER 9 OF 2 3 HCAPLUS COPYRIGHT 2007 ACS on STN (Continued) 

r 




RN 863303-66-6 HCAPLUS 

CN Bicyclo[2.2.2]octane-l-carboxamide, 4-[ [2- [ (2S, 4S ) -2-cyano-4-f luoro-1- 

pyrrolidinyl}-2-oxoethyl}amino)-N-[5-(2- [ ( 4-methylphenyl ) sulfonyl) ethyl] - 
l,3,4-thiadiazol-2-yl)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 863303-67-7 HCAPLUS 

CN Bicyclo(2.2.2)octane-l-carboxaiaide, 4- ( 12- ( (23, 45) -2-cyano- 4- fluoro-1- 

pyrrolidinyl) -2-oxoethyl) amino) -N- (S-methyl- 1, 3, 4-oxadiazol-2-yl ) - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 
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RN 863303-68-8 HCAPLUS 

CN Bicyclo[2.2.2Joctane-l-carboxamide, 4-[ [2-[ <2S, 4S) -2~cyano-4-f luoro-1- 

pyrrolidinyl]-2-oxoethyl]amino) -N- (5- ( 4 -raorphol inyl ) -1, 3, 4 -oxadiazol-2-yl ] - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 863303-69-9 HCAPLUS 

CN Bicyclo[2.2.2]octane-l-carboxaraide, 4- ( (2- [ (2S, 4S) -2-cyano- 4- fluoro-1- 

pyrrolidinyl ) -2-oxoethyl} amino )-N-( (IS) -3-hydroxy- 1-raethylpropyl ] - (9CI) 
(CA INDEX NAME) 



Absolute stereochemistry. 



10507005 
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RN 863303-70-2 HCAPLUS 

CN Bicyclo[2.2.2)octane-l-carboxamide, 4-[ [2-[ (25, 4S) -2-cyano-4-f luoro-1- 

pyrrolidinyl] -2-oxoethyl] amino} -N-(3-methylbutyl)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 




H 



RN 863303-71-3 HCAPLUS 

CN Bicyclol2.2.2]octane-l-carboxamide, 4- [12- [ (2S, 4S) -2-cyano-4-f luoro-1- 
pyrrolidinyl]-2-oxoethyl]araino]-N-(3,3-dimethylbutyl)- (9CI) (CA INDEX 
NAME) 

Absolute stereochetaistry. 



L4 ANSWER 9 OT 2 3 HCAPLUS COPYRIGHT 2007 ACS on STN (Continued) 




H 



RN 863303-72-4 HCAPLUS 

CN Bicyclo(2.2.2)octane-l-carboxamide, 4- [ {2- { <2S, 4S ) -2-cyano-4-rluoro- l- 
pyrrolidinyl J -2-oxoethyl) amino) -N-(2-methoxyethyl)- (9CI) (CA INDEX 

NAME) 

Absolute stereochemistry. 




RN 863303-73-5 HCAPLUS 

CN Bicyclo{2.2.2)octane-l-carboxamide, 4-[ [2-1 (25, 45 ) -2-cyano-4- f luoro- 1- 
pyrrolidinyl) -2-oxoethyl ] amino) -N- ( cyclopentylmethyl ) - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 
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RN 863303-74-6 HCAPLUS 

CN Bicyclo[2.2.2)octane-l-carboxamide, 4-[{2-{(2S,4S) -2-cyano-4-f luoro-1- 

pyrrolidinyl) -2-oxoethyl) amino) -N- ( 1-propylbutyl ) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 863303-7S-7 HCAPLUS 

CN Bicyclo(2.2.2Joctane-l-carboxaraide, 4-[ [2-[ (2S. 43) -2-cyano-4-f luoro-1- 
pyrrolidinyl)-2-oxoethyl]aaino]-N-((lR,2S)-2-fluorocyclopropylJ- (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 
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RN 863303-76-8 HCAPLUS 

CN cyclopropanecarboxylic acid, 1- ( ( [4- [ [2- f (2S, 4S ) -2-cyano-4-f luoro-1- 
pyrrolidinyl) -2-oxoethyl J amino) bicyclo[ 2.2 .2) oct-l-yl] carbonyl ) amino) 
ethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



F 




RN B63303-77-9 HCAPLUS 

CN Bicyclo[2.2.2)octane-l-carboxamide, 4-[ [2-[ (2S. 4S) -2-cyano-4-f luoro- 1- 

pyrrolidinyl)-2-oxoethyl)aminoJ-N-(l-phenylcyclopropyl) - (9CI) (CA INDEX 
NAME) 



Absolute stereochemistry. 



10507005 
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RN 863303-76-0 HCAPLUS 

CN Bicyclo{2.2.2)octane-l-carboxaraide. 4-[ [2-[ (2S, 4S) -2-cyano-4- f luoro-1- 
pyrrolidinyll-2-oxoethyl)aminoJ-N-((lR)-l-cyelohexylethyl)- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 




no 



863303-79-1 HCAPLUS 

Bicyclo[2 .2 . 2 1 octane- 1-carboxamide, 4- ( [2- [ (2S, 4S) -2-cyeno-4 - t luoro- 1- 
pyrrolidinyl]-2-oxoethyl)aminol-N- < 5-methyl-2-thiazolyl) - (9CI) (CA 
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Absolute stereochemistry. 




RN 8633O3-B0-4 HCAPLUS 

CN Benzoic acid, 4 - [ { [ 4 - { [ 2- [< 2S, 4S ) -2-eyano- 4 - f luoro- 1-pyrrolidinyl ] -2- 

oxoethyl]araino]bicyclo[2.2.2}oct-l-yl)carbonyl)amino)-, ethyl ester (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 




RN 863303-81-5 HCAPLUS 

CN Bicyclo[2 .2.2 J octane- 1-carboxamide, 4- [ 12-| (23, 4S) -2-cy«no-4-f luoro- 1- 

pyr rolidinyl ) -2-oxoethyl 1 amino ) -N- [3- < trif luoromethyl ) phenyl ) - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 
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IT 862501-98-2 

RL: RCT (Reactant); RACT (Reactant or reagent) 

(preparation of pyrrolidine compds . having bicyclic amide moiety as 

DPP- IV 

inhibitors for the treatment of diabetes) 
RN 862501-98-2 HCAPLUS 

CN Bicyclo[2.2 . 2) octane-l-carboxylic acid, 
4-{ [2-t (2S, 4S) -2-cyano-4-f luoro- 1- 

pyrrolidinyl]-2-oxoethyl]amino]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. , 



L4 ANSWER 9 OF 23 HCAPLUS COPYRIGHT 2007 ACS on STN (Continued) 

pyrrolidinyl)-2-oxoethyll amino) -, tetrahydro-2H-pyran-2-yl eater (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 




REFERENCE COUNT: 
THIS 



THERE ARE 36 CITED REFERENCES AVAILABLE FOR 
RECORD. ALL CITATIONS AVAILABLE IN THE RE 




IT 862S01-64-2P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of pyrrolidine compds. having bicyclic amide moiety as 

DPP-IV 

inhibitors for the treatment of diabetes) 
RN 662501-64-2 HCAPLUS 

CN Bicyclo[2 . 2 .2 ) octane-l-carboxylic acid, 
4-1 [2-1 (2S,4S)-2-cyano-4-f luoro- 1- 
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ANSWER 10 OP 2 3 
Title compds. I 



HCAPLUS COPYRIGHT 2007 ACS on STN 
(Rl - (un) substituted alkyl. etc.; X 



(Continued) 
CH2 , etc.; n 



were prepared For example, treatment of 4-aminobicyclo [2 . 2 . 2 1 octane- 1- 
carboxylic acid Et ester, e.g., prepared from bicyclo [2 . 2 . 2 }octane-l , 4- 
dicarboxylic acid monomethyl ester in 4 steps, with (2S, 4S) -1- (2- 
bromoacetyl) -4-f luoropyrrolidine-2-carbcnitrile afforded 
(23, 4S) -1- [ (N- (4-ethoxycarbonylbicyclo [2 . 2.2)oct-l-yl) amino] acetyl J -4- 
f luoropyrrolidine-2-carbonitrile (II). In DPP-IV (dipeptidylpeptidase 

IV) 

inhibition assays, the IC50 value of compound II was 0.25 nmol/mL. 
Compds . 

I are claimed useful for the treatment of diabetes. 
IT 862501-61-9P 862501-64-2P 862S01-66-4P 
B62S01-6B-6P B62501-69-7P 862501-70-OP 
862501-71-lp 862501-74-4P 862501-76-6P 
862S01-78-8P 862501-79-9P 862S01-81-3P 
862501-B3-5P 862S01-84-6P 862S01-85-7P 
862S01-B6-8P 862501-87-9P 862S01-88-0P 
B62S01-89-1P B62S01-90-4P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 



(Us< 



i) 



(preparation of pyrrolidine compds. as DPP-IV inhibitors for 
treatment of 

diabetes) 
RN 862501-61-9 HCAPLUS 

CN Bicyclo[2.2.2]octane-l-carboxylic acid. 
4- [{2- [(2S,4S)-2-cyano-4-fluoro-l- 

pyrrolidinyl]-2-oxoethyl)amino]-. ethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




N 862501-64-2 HCAPLUS 

N Bicyclo[2.2 . 2 3 octana-l-carboxylic acid, 
- [ (2- ( <2S, 4S) -2-cyano-4-f luoro-1- 

pyrrolidinylJ-2-oxoethyl]amino) -, tetrahydro-2H-pyran-2-yl ester (9CI) 



L4 ANSWER 10 OF 23 HCAPLUS COPYRIGHT 2007 ACS on STN (Continued) 
{CA INDEX NAME) 

Absolute stereochemistry. 




RN 862501-66-4 HCAPLUS 

CN Bicyclo[2.2.1Jheptane-l-carboxylic acid, 
4 - [ (2-( (2S, 4S)-2-cyano-4-fluoro-l- 

pyrrolidinyl)-2-oxoethyl)amino]-, ethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 862501-69-7 HCAPLUS 

CN Bicyclo[2.2.2)octane-l-carboxylic acid, 
4-1 (2-1 (2S, 4S)-2-cyano-4-f luoro-1- 

pyrrolidinyl] -2-oxoethyl}amino] -, cyclopropylmethyl ester (9CI) (CA 

INDEX 

NAME) 

Absolute stereochemistry. 




EtO O 



RN B 62 50 1-68 -6 HCAPLUS 

CN Bicyclo[2 . 2 . 2] octane-l-carboxylic acid. 
4- t [2-( (25, 4S)-2-cyano-4-f luoro-1- 

pyrrolidinyl}-2-oxoethyl Jamino]-, phenylaethyl ester (9CI) (CA INDEX 

NAME) 



RN 862 501-70-0 HCAPLUS 

CN Bieyclo[2.2.2]octane-l-carboxylic acid, 
4-| |2- | (23, 4S) -2-cyano-4-f luoro-1- 

pyrrolidinyl] -2-6xoethyl Jamino) I 4- (tri f luoromethyl ) phenyl ) methyl ester 

(9CI) (CA INDEX NAME) 



Absolute stereochemistry. 



Absolute stereochemistry. 
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RN 862501-71-1 HCAPLUS 

CN Bicyclo[2 .2.2)octane-l-carboxylic acid. 
4-{ (2-[ (2S, 4S)-2-cyano-4-fluoro-l- 

pyrrolidinyl) -2-oxoethyl) amino)-, 2-raethylpropyl ester (9CI) (CA INDEX 

NAME) 

Absolute stereochemistry. 
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NAME) 

Absolute stereochemistry. 




RN 862501-76-6 HCAPLUS 

CN Bicyclo[2 .2 . 2)octane-l-carboxylic acid, 
4-( [2-( (2S,4S)-2-cyano-4-fluoro-l- 

pyrrolidinyl) -2-oxoethyl) amino)-, 14- (ethoxycarbonyl ) phenyl 1 methyl ester 

(9CI) (CA INDEX NAME ) 

Absolute stereochemistry. 



F 




N 862501-74-4 HCAPLUS 

W Bicyclo(2.2.2)octane-l-carboxylic acid, 
- [ [2- t (2S, 4S)-2-cyano-4-f luoro-1- 

pyrrolidinyl)-2-oxoethyl)amino)-, 1-methylethyl ester (9CI) 
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RN B62501-7B-8 HCAPLUS 

CN Bicyclo[2 .2 .2)octane-l-carboxylic acid, 
4- [ [2- [ (2S, 4S) -2-cyano-4-fluoro-l- 

pyrrolidinyl) -2-oxoethyl] amino]-, |4-(1, 1-diraethylethyl) phenyl] methyl 

ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 862501-79-9 HCAPLUS 

CN Bicyclo[2 .2 . 2)octane-l-carboxylic acid, 
4- I (2- [ (2S, 4S)-2-cyano-4-fluoro-l- 

pyrrolidinyl J -2-oxoethyl) amino)-, (4-chlorophenyl)methyl ester (9CI) (CA 

INDEX NAME) 

Absolute stereochemistry. 
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F 




RN 862501-81-3 HCAPLUS 

CN Bicyclot2.2.2Joctane-l-carboxylic acid, 
4-{ (2- [ (2S, 4S)-2-cyano-4-fluoro-l- 

pyrrolidinyl}-2-oxoethyl)amino)-. ( 4 -methylphenyi ) methyl ester (9CI) (CA 

INDEX NAME) 

Absolute stereochemistry. 



F 




RN 862501-83-5 HCAPLUS 

CN Bicyclo[2 .2.2]octane-l-carboxylic acid, 
4-( (2-[(2S, 4S)-2-cyano-4-fluoro-l- 

pyrrolidinylJ-2-oxoethyl]amino)-, (4-methoxyphenyl)methyl ester (9CI) 

(CA 



10507005 
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INDEX NAME ) 

Absolute stereochemistry. 



MbO' 




RN 862501-64-6 HCAPLUS 

CN Bicyclo{2.2.2Joetane-l-carboxylic acid, 
4- ( 12- ( (2S, 4S) -2-eyano-4-f luoro-1- 

pyrrolidinyl]-2-oxoethyl] amino)-. ( 2 -( tri fluoromethyl ) phenyl Jmethyl ester 

(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 862501-85-7 HCAPLUS 

CN Bicyclo(2.2.2)octana-l-carboxylie acid, 
4-| [2-( (2S,4S)-2-cyano-4-fluoro-l- 

pyrrolidinyl) -2-oxoethyl ) amino) - . (2, 6-dichlorophenyl)raethyl ester (9CI) 

(CA INDEX NAME) 

Absolute stereochemistry. 



\ 




RN 862501-86-8 HCAPLUS 

CN Bicyclo(2.2.2)octane-l-carboxylic acid. 
4- [ [2- [ (2S, 4S)-2-cyano-4-f luoro-1- 

pyrrolidinyl) -2-oxoethyl ) amino J - . (pente fluorophenyl ) Diethyl ester (9CI) 

(CA INDEX NAME) 

Absolute stereochemistry. 
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r 




RN 862501-87-9 HCAPLUS 

CN BicycloI2.2.2)octane-l-carboxylic acid, 
4-1(2-1 (23, 4S)-2-cyano-4-Uuoro-l- 

pyrrolidinyl) - 2 -oxoethyl 1 amino) - , ( 2-methylphenyl ) methyl ester (9CI) (CA 

INDEX NAME) 

Absolute stereochemistry. 




RN 862501-88-0 HCAPLUS 

CN Bicyclo(2.2.2)octane-l-carboxylic acid, 
4-|(2-( (23. 4S)-2-cyano-4-fluoro-l- 

pyrrolidinyll-2-oxoethylJamino)-, (IS) -1 -phenyl ethyl ester (9CI) (CA 
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INDEX NAME) 

Absolute stereochemistry. 




RN B62501-B9-1 HCAPLUS 

CN Bicyclo(2.2.2)octane-l-carboxylic acid, 
4- ( (2- ( (2S, 4S)-2-cyano-4-f luoro-1- 

pyrrolidinyl) -2-oxoethyl) amino) (1R) -1-phenylethyl ester (9CI) (CA 

INDEX NAME) 

Absolute stereochemistry. 




RN 862501-90-4 HCAPLUS 

CN Bicyclo(2.2.2Joctane-l-carboxylic acid. 
4- ( (2-[(2S,43)-2-cyano-4-fluoro-l- 

pyrrolidinyl)-2-oxoethyl)amino)-, 5-hydroxypentyl ester (9CI) (CA INDEX 

NAME) 

Absolute stereochemistry. 



10507005 
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IT B62S01-9B-2 

RL: RCT (Reactant); RACT (Reactant or reagent) 

(preparation of pyrrolidine compda . as DPP- IV inhibitors for 
treatment of 

diabetes) 
RN 862501-98-2 HCAPLUS 

CN Bicyclo(2.2.2]octane-l-carboxylic acid, 
4-H2-K2S, 4S)-2-cyano-4-fluoro-l- 

pyrrolidinyl]-2-oxoethyllamino)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




CO2H 



REFERENCE COUNT: 35 THERE ARE 35 CITED REFERENCES AVAILABLE FOR 

THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE 
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2005: 5472*70 HCAPLUS 
143:78074 

Preparation of azabicycle-containing 
2-cyanopyrroiidinecarboxamides as dipeptidyl 
peptidase-IV inhibitors useful for treating 
non-insulin-dependent diabetes mellitus 
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Patent 
English 



PATENT NO. 
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OTHER SOURCE (S) : 
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DATE 

20050623 



MAR PAT 143:78074 



APPLICATION NO. 



US 2004-975524 
EP 2003-906010 



EP 2004-900961 



20041029 
20031031 



A 20040225 



R 3 NH 



V 




from 



2-Cyanopyrrolidinecarboxaraides I 1X1 and X2 - alkylene; X3 - CH2, CHF or 
CF2; Rl - OR4, NRSR6, :NR7; R2-3 - H. alkyl; n - 0-41 »r« prepared, e.g., 
IX, have activity inhibiting DPP-IV. For example, (23) -l- 
[ [ (IS, 35, 4S, 5S, 6R) -5. 6-dihydroxy-2-azabicyclo [2 . 2 . 2 ] oct-3-yl J carbonyl] -2- 
pyrrolidinecarbonitrile hydrochloride was prepared in 5 steps starting 

Et (IS, 35, 4R)-2-( (lR)-l-phenylethyl)-2-a*«bicyclol2.2.21oct-5-«n«-3- 
carboxylate and involving interoedxat.es Et 
( IS, 3S, 45, 5S, 6R)-5, 6-dihydroxy- 

2- ( (1R) -l-phenylethyl)-2-azabicyclo(2 . 2 . 2 ) octane- 3-carboxylate, Et 

( IS, 3S, 43, SS, 6R) -5, 6-dihydroxy-2-aiabicyclo 12 .2. 2} octane- 3-carboxylate, 

(IS, 33, 43. 5S. 6R)-2- (tert-Butoxycarbonyl) -5, 6-dihydroxy-2- 

azabicyclo(2.2 .2 J octane-3-carboxylic acid and tert-Bu (IS, 3S. 4S, SS. 6R) -3- 
[ { (2S)-2-cyano-l-pyrrolidinyl)carbonyl)-S, 6-dihydroxy-2- 

azabicyclo(2.2 .2] octane-2-carboxylate. I are useful in the treatment of 
conditions mediated by DPP-IV, such as NIDDM. ICS0 values for inhibiting 
DPP-IV are tabulated for 6 claimed compda. (e.g. 8.5 nM for II). A 
method 
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of prepn. is claimed (deprotection of N-protected I) and 46 example 
prepns, are included. 

IT 851389-46-3P, (2S, 4S) -4-Fluoro- 1- ( ( (4-methyl-l- ( 2-pyra zinyl ) -4- 
piperidinyl ) amino) acetyl ) -2-pyrrolidinecarbonitrile 8 51 390-4 7- IP 
. (25, 4S)-4-Fluoro-l-[ ( ( 1-methyl-l, 2, 3, 4-tetrahydro-4- 
quinolinyl) amino] acetyl] -2-pyrrolidinecarbonitrile 8514 55-62 -4 P, 
(2S, 4S) -4-Fluoro-l-( ( ( (1R, 5S ) -3-methyl-8- ( 2-pyra zinyl ) -8- 
azabicyclo(3 .2 . 1 ] oct-3-yl) amino) acetyl] -2-pyrrolidinecarbonitrile 
RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(drug candidate; preparation of azabicycle-containing 2- 
cyanopyrrolidinecarboxamides as dipeptidyl peptidase-IV inhibitors 
useful for treating non-insulin-dependent diabetes mellitus) 
RN 8 5138 9-4 6-3 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4-f luoro-1- I [ (4-methyl-l-pyrazinyl-4- 
piperidinyl)amino]acetyl)-, (2S.4S)- <9CI> (CA INDEX NAME) 

Absolute stereochemistry. 




RN 851390-47-1 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4-fluoro-l- [1(1,2,3, 4-tetrahydro-l-methyl-4- 
quinolinyl) amino] acetyl}-, (2S,4S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



10507005 
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(Continued) 




RN 851455-62-4 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4-fluoro-l- I [ t (1R, SS) -3-methyl-8-pyrazinyl-8- 
azabicyclo{3.2.1)oct-3-yl}aiaino]acatylJ-, (25, 4S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 



o3> 
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AB 2-Cyanopyrrolidinecarboxamides (shown as I (other Markush formulas shown 
in claims); XI and X2 - lower alkylene; X3 - CH2, CHF or CF2; Rl - OR4, 
NR5R6, :NR7 (variables defined in claims), R2 and R3 - H or lower alkyl; 

n 

- 0-4; e.g. <2S ) -1- ( [ ( IS, 3S, 4S, 5R) -5-Hydroxy-2-azabicyclo [2 .2 . 2) oct-3- 
yljcarbonylj -2-pyrrolidinecarbonitrile hydrochloride (free base shown as 
II)) or pharmaceutically acceptable salts thereof have activity 
inhibiting 

DPP-IV. They are therefore useful in the treatment of conditions 
mediated 

by DPP-IV, such as NIDDM. IC50 values for inhibiting DPP-IV are 
tabulated 

for 6 claimed compds. (e.g. 8.5 nM for II). A method of preparation is 
claimed 

(deprotection of N-protected I) and 46 example prepns. are included. For 
example, 

(2S) -1- 1 1 (IS, 3S, 4S, 5S, 6R) -5, 6-dihydroxy-2-azabicyclo 1 2 . 2 . 2 J oct- 3- 

yl]carbonyl]-2-pyrrolidinecarbonitrile hydrochloride was prepared in 5 

steps 

starting from Et 
(IS, 3S,4R)-2-( <lR)-l-phenylethyl>-2-azabicyclo[2.2.2]oct- 

5-ene-3-carboxylate and involving intermediates Et ( IS , 35 , 4S , 5S , 6R) - S , 6- 
dihydroxy-2-( ( 1R) -1-phenylethyl) -2-azabicyclo (2 . 2 . 2 ) octane- 3-carboxylate, 
Et 

(IS, 3S, 4S, 5S. 6R)-5, 6-dihydroxy-2-a zabicyclo (2 . 2 . 2 } octane- 3-carboxylate, 
(IS, 35, 4S. 55, 6R)-2- (tert-Butoxycarbonyl) -5, 6-dihydroxy-2- 

azabicyclo(2.2 . 2 ) octane-3-carboxylic acid and tert-Bu (IS, 3S, 45, SS, 6R> -3- 
[ ( (2S)-2-cyano-l-pyrrolidinyl)carbonyl]-S, 6-dihydroxy-2- 
a zabicyclo (2 .2 . 2 } octane- 2 -car boxy la te . 
IT 851 38 9-4 6- 3P, (2S, 4S ) -4-Fluoro-l- I ( [ 4-methyl-l- (2-pyrazinyl ) - 4 - 
piperidinyl J amino] acetyl ] -2-pyrrolidinecarbonitrile 851390-47- lp 
, (25, 4S) -4-Fluoro-l- [ I ( 1 -methyl- 1 , 2 , 3, 4-tetrahydro-4- 
quinolinyl) amino J acetyl} -2-pyrrolidinecarbonitrile 8 514 5S-62-4P, 
(2S, 4S) -4-Fluoro-l- { [ ( ( 1R, SS) -3-methyl-8- (2-pyrazinyl) -8- 
azabicyclo( 3. 2.11 oct- 3-yl] amino | acetyl J -2-pyrrolidinecarbonitrile 
RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(drug candidate; preparation of azabicycle-containing 2- 
cyanopyr rolidineca rboxamides as dipeptidyl peptidase-IV inhibitors 
useful for treating non-insulin-dependent diabetes mellitus) 
RN 851389-46-3 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile. 4-fluoro-l- I I ( 4 -methyl - 1 -pyra zinyl-4- 
piperidinyDaminoJacetyl]-, (2S.4S)- (9CI) (CA INDEX NAME) 
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o 

/ 



RN 8S1390-47-1 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4-fluoro-l- { ( (1,2, 3. 4-tetrahydro-l-methyl-4- 
quinolinyl)aminolacetyl)-, (2S,4S>- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



T 




CN 



RN 8S14S5-62-4 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4-fluoro-l- [{ ( (1R, SS) -3-»ethyl-8-pyrazmyl-8- 
azabicyclo(3.2.1}oct-3-ylJaminolacetyl]-, (2S.4S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




Absolute stereochemistry. 
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PATENT NO. 
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DE, 


DK, 


DM 
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EE, 
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FI, GB, GD, 


GE, 


GH, 


GH, 
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HU, 


10, 


IL, 


IN 
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JP, 


KE, 
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KP, 


KZ, LC, LK, 


LR, 


LS, 


LT, 


LU, 


LV, 


MA, 


KD, 


MG 
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MW, 


MX, 


MZ, 
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HZ, 


OM, 


PG, 


PH, 


PL, 


PT, 


RO, 


RU 


SC. 


SD, 


SE, 


SG, 


SK, 


SL, SY, TJ 


TM, 


TN, 


TR, 


TT, 


TZ, 


UA, 


UG, 


US 


uz, 


VC, 


VN, 


YU, 
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a. 

Of V* 



OTHER SOURCE (S ) : 



MAR PAT 142:430527 



AB The invention relates to pyr rolidine-based conpda . I IA is l,3,4-oxa(or 
thia)diazol-2-yl or I, 2, 4-oxediazol-3 (or 5)-yl which nay be substituted; 

B 

is RSR6N(CH2>0-2,. where R5, R6 are independently H, (un) saturated alkyl 

or 

cycloalkyl, aryl, heteroaryl or heterocyclyl; Y is C and Rl, R2 are 
independently H or halo; or Y is O or S and Rl, R2 are null; R3 is H or 
alkyl] which have good inhibitory activity against DPP-IV and can be used 
in fornulations to treat or prevent DPP-IV related diseases, e.g.. 
diabetes nellitus and obesity. Thus, 
2- (2-hydroxy-l, 1-dinethylathylemino) - 

1- I (S,S) -4-fluoro-2-[5-tert-butyl- [i. 3, 4 ] oxadiazole-2 -carbonyl ] pyrrolidin- 
l-yl}ethanone was prepared by a nultistep procedure starting fron 
Boc-protected proline and showed IC50 - 22 nM for inhibition of DPP-IV. 

IT 851027-08-2P 851027-48-0P 851027-49-1P 

851027- 5O-4P 851027-51-5P 851O28-53-0P 

851028- 55-2P 

RL: PAC (Pharnacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of pyrrolidinecarboxylic acid-based conpds. as novel 
inhibitors 

of dipeptidyl peptidase-IV (DPP-IV) ) 
RN 851027-08-2 HCAPLUS 

CN Pyrrolidine, 4-fluoro-2- ( (5-nethyl-l, 3, 4-oxadia2ol-2-yl ) carbonyl J -1- 
[ (tricycloI3.3.1.13,7)dec-l-ylanino)acetyl]- ( (4S)- (9CI) (CA INDEX 

NAME) 

Absolute stereochenistry. 
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RN 851027-48-0 HCAPLUS 

CN Pyrrolidine, 2-[[5-<l, 1-dinethylethyl ) -1 , 3, 4-oxadia20l-2-yl ) carbonyl) -4- 
f luoro-1- ( { [4-nethyl-l- (phenylnethyl) -4-piperidinyl ) anino] acetyl] -, <4S) - 
(9CI) (CA INDEX NAME) 

Absolute stereochenistry. 




t-Bu F 



RN 851027-49-1 HCAPLUS 

CN Pyrrolidine, 2- [ [5- (1, 1-dinethylethyl) -1, 3, 4 -oxadiazol-2-yl ] carbonyl ] - 4- 
fluoro-l-( 1 1 4-nethyl-l- ( 2-pyr inidinyl ) -4-piperidinyl] anino] acetyl)-, 

(4S)- 

(9CI) (CA INDEX NAME) 
Absolute stereochemistry. 
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RN 851027-50-4 HCAPLUS 

CN Piper idine, 4- { (2- ( (4S> -2- ( [5- < 1 , 1-dinethylethyl) -1, 3, 4-oxadiazol-2- 

yl] carbonyl] -4- f luoro-l-pyrrolidinyl] -2-oxoethyl] amino ) -1- (hydroxyacetyl )- 
4-nethyl- (9CI) (CA INDEX NAME) 

Absolute stereochenistry. 




OH 



t-Bu F 



RN 851027-51-5 HCAPLUS 

CN Pyrrolidine, 4 , 4-di f luoro-2- ( (5-nethyl-l, 3, 4-oxadiazol-2-yl > carbonyl ) -1- 
( (tricyclo(3.3. 1. 13, 7]dec-l-ylanino) acetyl] - (9CI) ( CA INDEX NAME ) 

Me 

H 

F 

RN 851028-53-0 HCAPLUS 

CN Pyrrolidine, 2-1 [S- II, 1-dinethylpropyl ) -1, 2, 4 -oxadiazol-3-yl ] carbonyl] -4- 
f luoro-1- { [ J 4-nethyl-l- (phenylnethyl) -4-piperidinyl] anino] acetyl]-, (4S)- 
(9CI) (CA INDEX NAME) 

Absolute stereochenistry. 
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RN 851028-55-2 HCAPLUS 

CN Pyrrolidine, 2-[(5-(l, 1-dimethylpropyl) -1 , 2, 4-oxadiazol-3-yl]carbonyl]-4 
fluoro-1- I l(4-raethyl-l-(2-pyrimidinyl)-4-piperidinyl] amino] acetyl]-. 

(4S)- 

(9CI) <CA INDEX NAME) 
Absolute stereochemistry. 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT • 

AB A variety of compds. of the general formula R-B-NHCH2CO-Z-CN |R - mono or 
bicyclic (hetero) aryl, substituted Ph, RlaCH2, Rla - H, C1-C4 alkyl, Ph, 
PhCH2, pyridyl, quinolinyl. thienyl, C1-C4 alkoxy, cyano, etc.; R - 
RlaR2CH2, R2 - H, Me; R - RlbCO, R2 - C1-C4 alkyl, Ph, PhCH2, PhCH2CH2, 
naphthyl, isoquinolinyl, cinnolinyl, phthalazinyl, quinolinyl, pyridyl. 



L4 ANSWER 14 OF 2 3 HCAPLUS COPYRIGHT 2007 ACS on STN (Continued) 

quinazolinyl, quinoxalinyl; R ■ 4-MeC6H4S02 ; B - rings Q, Ql, 02, Q3; Z - 
ring 04, -X - CF2, CHF, CH2, S, 0} were prepd. For example, 
1, 3-diaminoadaraantane reacted with p-anisoyl chloride to give 
N-(3-amino-l-adaraantyl)-4-methoxybenzamide which was condensed with 
(2S)-l-(chloroacetyl)-4,4-difluoropyrrolidine-2-carbonitrile to give one 
of the title compds. I. The compds. are intended to be used as DPP- IV 
enzyme inhibitors and to treat diseases related to DPP-IV enzyme concn. 
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2S- 
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847796- 
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B47796- 
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31-0P 


847796- 
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847796- 


33- 
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34- 
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847796- 


37- 
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46- 
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847796- 
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66- 
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847796- 


87- 


6P 


847796- 


88- 


7P 


847796- 


91- 


2P 


847796- 


92- 


3P 


847796- 


93- 


4P 


847796- 


94- 


SP 


847796- 


95- 


6P 


847796- 


96- 


7P 


847796- 


97- 


BP 


847796- 


98- 
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847796- 


99- 


OP 


847797- 


00- 
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847797- 


01- 


•7P 


647797- 


02- 


8P 


847797- 


03- 


9P 


847797- 


05- 


•IP 


847797- 


06- 


2P 


847797- 


07- 


3P 


847797- 


08- 


4P 


847797- 


09- 


SP 


847797- 


10- 


BP 


847797- 


11- 


•9P 


847797- 


12- 


OP 


847797- 


13- 


IP 


847797- 


14- 


2P 


847797- 


15- 


3P 


847797- 


16- 


4P 


847797-17- 


5P 


847862- 


29- 


7P 


847862- 


30- 


OP 



RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of pyrrolidinecarbonitriles and related compds. for 

DPP-IV 

enzyme inhibition) 
RN 847795-87-3 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4 , 4-dif luoro-1- ( t 13- (2- 

pyrimidinylamino) tricyclo [ 3 . 3 . 1 . 13, 7 ]dec-l-yl] amino] acetyl 1-, 
dihydrochloride, (23)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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• 2 HCl 



RN B47795-93-1 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4. 4-dif luoro-1- [ ( [3- I ( (3- 

nitrophenyl) methyl) amino] tricyclo 1 3 . 3 . 1 . 13, 7 Jdec-l-yl] amino) acetyl) - , 
trihydrochloride, <2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




• 3 HCl 



RN 847795-95-3 HCAPLUS 

CN Benzamide, N-(3- { (2- ( (2S)-2-cyano-4, 4 -di fluoro- 1 -pyrrol idinyl } -2- 

oxoethyl] amino) tricyclo 1 3. 3. 1 . 13, 7]dec-l-yl J -4-methoxy-. dihydrochloride 
(9CI) (CA INDEX NAME) 



Absolute stereochemistry. 



10507005 
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• 2 HC1 



P.N 847796-01-4 HCAPLUS 

CH 2-Pyrrolidinecarbonitrile. 4, 4-dif luoro-1- [ i { (8-syn) -3- (2-pyrimidinyl) -3- 
•zabicyclo[3.2.1]oct-8-yl]amino]acetyl]-, (2S>- (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 




RN 847796-07-0 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4, 4-dif luoro-1- I I [ (3-exo) -3-methyl-B- (2- 

pyrimidinyl) -8-azabicyclo 1 3 . 2 . l)oct-3-yl] amino] acetyl) -, dihydrochloride, 
<2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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• 2 HC1 



RN 847796-08-1 HCAPLUS 

CN 2-pyrrolidinecerbonitrile, 4-f luoro-1- [ [ ( 3- (2- 

pyrimidinylamino) tricyclo [3.3.1.13,7] dec-l-yl ] amino] acetyl } - ( 9CI ) (CA 
INDEX NAME) 



4 

I 

c— o 

I 



NH 



RN 847796-11-6 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4, 4-dif luoro-1- [[[3-<l,2,4-triazin-3- 

ylamino) tricyclo [3 . 3. 1 . 1 3 , 7 ] dec- 1 -yl ] amino} acetyl ] - , tr ihydrochlor ide 
(9CI) (CA INDEX NAME) 
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F 

I 

C=0 

I 

r 



NH 




• 3 HC1 

RN 847796-12-7 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4, 4 -di f luoro- 1- I I 13- 

(pyra2inylamino) tricyclo {3 .3 . 1. 13. 7]dec-l-yl] amino) acetyl}-, 
dihydrochloride <9CI) (CA INDEX NAME) 



4- 

1 




• 2 HCl 

RN 847796-14-9 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 

1- { H 3- f (4-cyanophenyl) amino) tricyclo 13.3.1.13, 

7|dec-l-ylJamino]acetyl)-4, 4-dif luoro-, trihydrochloride (9CI) (CA INDEX 
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F 

I 

c=o 

I 



• 3 HCl 



RN 847796-15-0 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4 , 4-di f luoro- 1- [ { l3-( [ 5- ( tr i f luoromethyl ) -2 - 
pyridinyl] amino) tricyclo (3 . 3 . 1 . 1 3, 7 ] dec-l-yl] amino] acetyl]-, 
trihydrochloride (9CI) (CA INDEX NAME) 




• 3 HCl 



RN 847796-16-1 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile. 4-f luoro-1- I I I 3- I ] S- ( tri f luoromethyl ) -2- 
pyr idinyl] amino J tricyclo (3. 3.1 . 13, 7] dec- 1-ylJ amino] acetyl ]- , 
trihydrochloride (9CI) (CA INDEX NAME) 



10507005 
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NH 



• 3 HC1 

RN 647796-17-2 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4, 4-dif luoro-1- t I (3- { (4-methyl-2- 
pyr idinyl) amino) tricyclo 1 3.3.1 . 13, 7 )dec- 1-yl ] amino] acetyl] 
dihydrochloride (9CI) (CA INDEX NAME) 



r 



c=o 

I 

CH 2 



NH 



• 2 HC1 

RN 847796-19-4 HCAPLUS 
CN 2-Pyrrolidinecarbonitrile, 4 
thiazolylamino) tricyclo 13 . 3 . 



4-difluoro-l-[([3-(2- 

. 13, 7] dec- 1-yl] amino] acetyl] - 
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trihydrochloride (9CI) (CA INDEX NAME ) 




• 3 HC1 

647796-20-7 HCAPLUS 

2-Pyrrolidinecarbonitrile, 1- { ( [3- [ ( 1 -ethyl- lH-pyrazol- 5- 

yl ) amino ] tricyclo (3.3 . 1 . 1 3, 7 ) dec- 1 -yl ] amino] acetyl ] - 4 , 4-dif luoro- 

trihydrochloride (9CI) (CA INDEX NAME) 



I 



NH 

O— 



• 3 HC1 



847796-22-9 HCAPLUS 

2-Pyrrolidinecarbonitrile. 4, 4-dif luoro-1- 11(3- ( (5-raethyl- 3- 
isoxazolyl) amino] tricyclo [3 . 3 . 1 . 13, 7 ] dec- 1 -yl ] amino J acetyl] - 
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hydrochloride (9CI) (CA INDEX NAME) 



A' 



CH 2 «x 




847796-24-1 HCAPLUS 

2-Pyrrolidinecarbonitrile, 4, 4-dif luoro-1- ( [(3- (2- 
quinolinylamino) tricyclo ( 3.3.1 . 13, 7 ) dec- 1-yl) amino] acetyl ] - 
trihydrochloride (9CI) (CA INDEX NAME) 




847796-25-2 HCAPLUS 

2-Pyrrolidinecarbonitrile, 4-fluoro-l- [ [ (3- (2- 

quinolinylamino ) tricyclo [3. 3. 1.1 3, 7 )dec-l-yl] amino] acetyl)- (9CI) 
INDEX NAME) 
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r 
r 




847796-26-3 HCAPLUS 

2-Pyrrolidinecarbonitrile, 4 , 4-dif luoro-1- I [ [3- ( (1, 2. 4] triazolol 1, 
a]pyridin-2-ylamino) tricyclo [3. 3 .1 . 13, 7)dec-l-yl] amino] acetyl] -, 
trihydrochloride (9CI) (CA INDEX NAME) 




• 3 HC1 



RN 847796-27-4 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 

4-fluoro-l- ( { (3-( f 1,2,4 ]tri«zolo[l,5-a Jpyr idin- 

2-ylamino) tricyclo [3. 3. 1.13, 7] dec- 1-yl] amino] acetyl)- (9CI) 
NAME) 



10507005 
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c— o 

I 




RN 647796-29-6 HCAPLUS 

CN 2-Pyrrolidin«carbonitrile, 

1-U (3-1 ( (4-cyanophenyl) methyl] amino] tricyclo (3 

.3.1. 13,7]dec-l-yl)aminoJacetyl]-4, 4-difluoro-, trihydrochloride <9CI> 
(CA INDEX NAME) 



4- 

i 

c=o 



I 




• 3 HCl 



RN 8 477 96-30-9 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4, 4-dif luoro-1- ( ( ( 3- { { (4- 

(trif luororaethyl) phenyl) methyl J amino) tricyclo ( 3 . 3 . 1 . 13, 7)dec-l- 
yl]amino]acetyl]-. tr ihydrochlor ide (9CI) (CA INDEX NAME) 
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r 

I 




• 3 HCl 

RN 847796-31-0 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4, 4-dif luoro-1- [ U3- [[(3- 

f luorophenyl)raethyl) amino) tricyclo ( 3. 3. 1.13, 7 )dec-l-yl] amino] acetyl]-, 
trihydrochloride (9CI) (CA INDEX NAME) 

r 



NH 




• 3 HCl ♦ 

RN 647796-32-1 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4, 4-dif luoro-1- ( t (3- ( ( (3, 4, 5- 
trimethoxyphenyl) methyl] amino) tricyclo (3. 3. 1.1 3, 7] dec- 1-yl) amino) acetyl)-, 
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trihydrochloride (9CI) (CA INDEX NAME) 



F 



OMe NH 

o ^)- CH2 _ N „-^^ 



847796-33-2 HCAPLUS 

2-Pyrrolidinecarbonitrile, 4, 4-dif luoro-1- ( [ [ 3- [ (3- 
pyridinylmethyl) amino] tricyclo [ 3 . 3 . 1 . 1 3, 7 ) dec- 1 -yl J amino) acetyl] - 
trihydrochloride (9CI) (CA INDEX NAME) 



9 



CN 




• 3 HCl 

647796-34-3 HCAPLUS 

2-Pyrrolidinecarbonitrile, 4, 4-difluoro-l- ( ( [3- { (3- 

pyr idazinylmethyl) ami no) tricyclo 1 3. 3. 1.13, 7] dec- 1-yl) amino) acetyl J - 

pentahydrochlorida (9CI) (CA INDEX NAME) 
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ii i 



CN 




• S HCl 

RN 847796-37-6 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4 , 4-di f luor o- 1- ( ( ( 3- [ ( 2- 

thiazolylmethyl) amino] tricyclo [3. 3. 1 . 13, 7 J dec- 1-yl) amino] acetyl J- 
trihydrochloride (9CI) (CA INDEX NAME) 



CN 



N^/S 

p 




847796-38-7 HCAPLUS 

Benzaraide, 4-chloro-N- |3- [ (2- (2-cyano-4, 4-dif luoro-l-pyrrolidinyl) -2- 
oxoethyl) amino) tricyclo [3. 3. 1 . 13, 7) dec- 1-yl) -, monohydrochloride (9CI) 
(CA INDEX NAME) 



10507005 
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(Continued) 



F 



I 

r° 
p 




• HCl 

847796-40-1 HCAPLUS 

Benzamide, N-|3-( [ 2- ( 2-cyano-4 , 4-dif luoro- 1-pyr rolidinyl ) -2- 
oxoethyl]amino)tricyclo[3.3.1.13. 7}dec-l-yl] -3-f luoro-, monohydrochloride 
(9CI) (CA INDEX NAME ) 



#2 HCl 

RN 647796-42-3 HCAPLUS 

CN 2-Thiophenecarboxamide, N- [3- [ [2- <2-cyeno-4 , 4-di f luoro-l-pyrrolidinyl ) -2- 
oxoethyl)aminoJtricyclo[3.3.1.13.7}dec-l-yl)-, monohydrochloride (9CI) 
(CA INDEX NAME) 




• HCl 



RN 847796-41-2 HCAPLUS 

CN 2-Propenamide, N-(3-( [2- <2-cyano-4, 4-di f luoro- 1-pytrolidinyl > -2- 

oxoethyl]amino)tricycloI3.3.1 .13, 7 ] dec- 1-yl 1 -3-phenyl- , dihydrochloride, 
(2E)- (9CI) (CA. INDEX NAME) 

Double bond geometry as shown. 



F 



P 



• HCl 

RN 847796-45-6 HCAPLUS 

CN 2-Pyrrolidinecarbonitril«, 1- ( { [ (8-aynJ -3- ( 6-cyano- 3-pyr ida zinyl ) -3- 

azabicyclo(3.2. 1 )oct-8-yl ) amino 1 acetyl] -4 , 4-dif luoro- , monohydrochloride 
(9CI) (CA INDEX NAME) 
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Relative stereochemistry. 
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• 2 HCl 



RN 847796-46-7 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4, 4 -di f luoro- 1 - [ [ [ (9-syn)-3- (2-pyrimidinyl > -3- 
azabicyclo!3 . 3. 1 J non-9-yl) amino} acetyl ) -, dihydrochloride (9CI) (CA 

INDEX 

NAME) 

Relative stereochemistry. 




• 2 HCl 

RN 847796-47-8 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 1- [ ({ (9-syn) -3-(6-cyano-3-pyridazinyl) -3- 

azabicyclo [3 . 3.1) non-9-yl) amino} acetyl ) -4 , 4-dif luoro-. dihydrochloride 
(9CI) (CA INDEX NAME) 

Relative stereochemistry. 



RN 847796-84-3 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4 , 4-dif luoro-1- f [1 3- (2- 

pyrimidinylamino) tr icyclo [ 3 . 3 . 1 . 13 , 7 J dec- 1-yl } amino } acetyl) - , (2S>- (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 




a" 



RN 847796-85-4 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4 , 4-dif luoro-1- [[ 1 3- f I ( 3- 

nitrophenyl) methyl) amino) tr icyclo (3 . 3 . 1 . 13, 7 )dec-l-yl] amino) acetyl ) - 
(2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



10507005 
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RN 847796-86-5 HCAPLUS 

CM Benzamide, H- 13- [ |2- ( (25) -2 -cyano- 4 , 4-di f luoro- 1 -pyr rolidinyl ) -2- 

oxoethyl]aminoltricyclo(3.3.1.13.7]dec-l-yl]-4-methoxy- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry . 




RN 847796-87-6 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4 , 4-dif luoro-1- [ ( [ ( 3-exo ) - 3-methyl-8- (2- 

pyrimidinyl)-8-azabicyclo(3.2.1]oct-3-yl)amino]acetyl]-, (2S>- (9CI) {CA 
INDEX NAME) 

Absolute stereochemistry. 
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RN 847796-88-7 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4-f luoro-1- ({ (3- (2- 

pyrimidinylamino) tricyclo[3. 3 . 1 . 13, 7)dec-l-yl) amino] acetyl) -, (25, 45) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry . 




RN 847796-91-2 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4, 4-dif luoro-1- { ( (3- (1, 2, 4-triazin-3- 

ylamino)trieyelo(3.3.1.13,7|dec-l-yl}amino)acetyl)-, (2S)- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 
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RN 847796-92-3 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4, 4-dif luoro-I- ( ( (3- 

(pyrazinylamino) tricyclot 3. 3. 1.13, 7 |dec- 1-yl) amino] acetyl)-, (2S)- (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 




RN 847796-93-4 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 

1-11(3-1 ( 4-cyanophenyl > amino) tr icyclo (3.3.1.13, 

7)dec-l-yl)amino]acetyl)-4,4-difluoro-. (25)- (9CI) (CA INDEX NAME ) 



L4 ANSWER 14 OF 23 HCAPLUS COPYRIGHT 2007 ACS on STN (Continued) 




RN 847796-94-5 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 1- ( ( (3- [ (S-cyano-2- 

pyridinyl ) amino) tr icyclo (3.3.1.13, 7 }dec-l-yl) amino] acetyl] -4 , 4-dif luoro-. 
(2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 847796-95-6 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4 , 4-dif luoro-1- [113- I (5- (trif luoromethyl) -2- 
pyridinyl] amino] tr icyclo (3. 3. 1.13, 7) dec- 1-yll amino] acetyl]-. (2R)- (9CI) 
(CA INDEX NAME) 



Absolute stereochemistry. 



Absolute stereochemistry. 
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RN 847796-96-7 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4-f luoro-1- { { 13- [ [5- ( trif luoromethyl) -2- 

pyridinyl) amino) tricyclo{ 3 . 3 . 1 . 13, 7 }dec-l-yl) amino) acetyl) - , (23, 4S|- 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 847796-97-8 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4, 4-dif luoro-1- ( I 13- (2- 

thiazolylamino)tricyclo[3.3.1.13,7)dec-l-yl)araino)acetyl]-, <2S>- (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 
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RN 847796-98-9 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 1- ( 1 1 3- ( { 1-ethyl- lH-pyrazol-5- 

yl)amino)tricyclo{3.3.1.13, 7 ) dec- 1-yl) amino) acetyl ) -4, 4-dif luoro-, (25)- 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 847796-99-0 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4, 4-dif luoro- 1- [ I [3- [ (5-methyl-3- 

isoxazolyl)amino)tricyclo[3. 3.1.13, 7 ) dec- 1-yl J amino J acetyl ]- , <2S>- (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 
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Me 



RN 847797-00-6 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4, 4-dif luoro-1- I ( 13- (2- 

quinolinylamino)tricyclo(3.3.1.13, 7 ]d«c-l-yl) amino) acetyl)-, (2S>- (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 




RN 847797-01-7 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4- f luoro-1- [[ { 3- ( 2- 

quinolinylamino)tricycloI3.3.1.13,7Jdec-l-yUamino)acetyl)-, (2S.4S)- 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 847797-02-8 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4, 4-dif luoro- 1- I I [3- ( |1, 2, 4 ] triazolo [ 1 , 5- 

a]pyridin-2-ylamino) tricyclo (3. 3 .1 . 13, 7 ) dec- 1-yl ) amino) acetyl )- , (2S>- 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 847797-03-9 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 

4- f luoro-1- ( ([3- ( t 1,2, 4) triazolo [1, 5-a)pyridin- 

2-ylaraino) tricyclo ( 3 . 3 . 1 . 13, 7 )dec-l-yl) amino) acetyl) -, (2S,4S)- (9CI) 

(CA 

INDEX NAME) 
Absolute stereochemistry. 



10507005 
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RN 847797-0S-1 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 

X- I I [3-{ t (4-cyanophenyl)methyl) amino) tricyclo{3 

.3.1.13, 7]dec-l-yl)amino)acetyl}-4, 4-difluoro-, (2S)- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry . 




RN 847797-06-2 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile. 4, 4-dif luoro-1- [ { ( 3- [ { { 4- 

(tr if luoromethyl) phenyl] methyl ]ainino)tricyclo(3. 3. 1. 13, 7]dec-l- 
yllaminojaeetyl)-, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 847797-07-3 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4. 4-dif luoro-1- I (( 3- ([ < 3- 

fluorophenyl)methyl]amino)tricyclo[3.3. 1 .13, 7 ) dec- 1-yl] amino) acetyl J -, 
(2S>- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




F 



RN 8 47797-08-4 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4, 4-dif luoro-1- ( U 3- ([( 3, 4, 5- 

trimethoxyphenyl)nethyl]anino)tricycloI3.3.1 . 13, 7)dec-l -yl ) amino] acetyl] -, 
(2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 847797-09-5 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4, 4-dif luoro-1- [{{ 3- (( 3- 

pyridinylmethyl) amino] tricyclof 3. 3. 1.13, 7 ]dec-l-yl] amino] acetyl)-, (2S)- 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




F 



RN 847797-10-8 HCAPLUS 

CN 2-Pyrrolidinecarbonitrilo, 4, 4-dif luoro-1- ( I (3- I {3- 
pyr idazinylmethyl ) «mino ) tr icyclo ( 3 . 3 . 1 . 1 3, 7) dec- 1-yl] amino] acetyl] -, 

(2S)- 

(9CI) (CA INDEX NAME) 
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RN 847797-11-9 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4, 4-dif luoro-1- {({ 3- (( 2- 

thiazolylmethyl)araino]tricyclo{3.3.1.13, 7]dec-l-yl] amino] acetyl ] -, (2S>- 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




£M2 

F 



RN 847797-12-0 HCAPLUS 
CN Benzamide. 

4-chloro-N- {3- ( |2- I (2S) -2-cyano-4, 4-dif luoro-l-pyr rolidinyl ] -2- 

oxoethyl] amino] tricyclo(3. 3.1. 13, 7]dec-l-yl)- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 



Absolute stereochemistry. 
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RN 847797-13-1 HCAPLUS 

CN Benzanide, N- (3- t [2- [ (2S) -2-cyano-4 , 4-dif luoro-l-pyrrolidinyl] -2- 

oxoethyl)amino]tricyclo[3. 3.1.13, 7]dec-l-yl}-3-fluoro- (9CI) (CA INDEX 
NAME) 

Absolute jtereochenuiry. 




RN 847797-14-2 HCAPLUS 

CN 2-Propenamide, N-{3-{ [2-1 <2S)-2-cyano-4, 4-dif luoro-l-pyrrolidinyl] -2- 

oxo«thyl]amino}trieycloI3.3.1.13,7)dec-l-yl)-3-phenyl-, <2E>- <9CI) (CA 
INOEX NAME) 

Absolute- stereochemistry. 
Double bond geometry as shown. 
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RN 847797-1S-3 HCAPLUS 

CN 2-Thiophenecarboxamide, N- (3- ( [2- [ (2S) -2-cyano-4 , 4-dif luoro-l- 
pyrrolidinyl J -2-oxoethyl) amino) tricyclo [3 . 3 . 1 . 13, 7 Jdec-l-yl J - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 




RN 847797-16-4 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4, 4-dif luoro-1- [ ( ( ( 9-syn) -3- (2 -pyr imidinyl ) - 3- 
azabicyclo[3.3.1]non-9-yllamino]acetyl)-, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 847797-17-5 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 1- [ [ [ ( 9-syn) -3- < 6-cyano-3-pyridazinyl ) -3- 

azabicyclo{3.3.1)non-9-yl)amino]acetyl)-4, 4-difluoro-, (25)- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 




RN 847862-29-7 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 

4, 4-difluoro-l-U I (8-anti)-3- ( 2-pyr imidinyl )- 3- 

azabicyclo[3.2 . 1 J oct-8-yl ) amino J acetyl )- , dihydrochloride, (2S)- (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 




• 2 HC1 



RN 847862-30-0 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 

4,4-difluoro-l-{[((Q-anti)-3-(2-pyrimidinyl)-3- 

azabicyclo(3.2.1)oct-8-yl}araino)acetyl)-, <2S>- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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! T 

o 

F 

^ J — ^ s — rr M — ^- 



AB Title compds. I and II {wherein X - CHF, CF2; R2 - alkyl/ R3 - 

(un) substituted cycloalkyl, (heteroUrylalkyl; R4 - alkyl; R5 « H. alkyl; 
R6 - (un) substituted (cyclo) alkyl, (hetero) aryl; or CR5R6 - cycloalkyl; 
and pharmaceutical^ acceptable salts thereof J were prepared as 

dipeptidyl 

peptidase-IV (DPP-IV) inhibitors. For example, coupling of tert-Bu 
4-(aminooxy)-l-methylcyclohexylcarbaraate with nicotinaldehyde. 
deprotection of the amine, and alkylation with (25, 4S) -l-chloroacotyl-4- 
f luoro-2-pyrrolidinecarbonitrile, afforded III. The latter inhibited 
human plasma DPP-IV with an IC50 value of 14 nM. Thus, I, II, and their 
pharmaceutical compns. are useful in the treatment of conditions mediated 
by DPP-IV, such as non-insulin dependent diabetes mellitus (NIDDM) . 
IT 792913-88-3P, (2S, 4S) -4-Fluoro-l- ( [ (l-methyl-4- 1(2- 

pyridinylraethoxy) imino) cyclohexyl J amino J acetyl J -2-pyr rolidinecarbonitrile 
dihydrochloride 792913-91-8P, (2S, 4S)-4-Fluoro-l- ( [ tl-methyl-4- 
( (3-pyridinylraethoxy) imino] cyclohexyl) amino] acetyl] -2- 
pyrrolidinecarbonitrile dihydrochloride 792913-95-2P, 
<2S, 4S) -4-Fluoro-l- { I [ l-methyl-4- {( (6-raethyl-2- 

pyridinyl )nethoxyl imino] cyclohexyl } amino] acetyl ] -2-pyr rolidinecarbonitrile 
dihydrochloride 792913-99-6P, <2S, 4S ) -4-Fluoro-l- (( [ l-raethyl-4 - 
{ ( <2-methyl-3-pyridinyl)methoxy] imino) cyclohexyl ] amino] acetyl] -2- 
pyrrolidinecarbonitrile dihydrochloride 792914-02-4P, 
(2S, 4S) -1- I { (4- | [ (6-Chloro-3-pyridinyl)methoxy] imino } -1- 
methylcyclohexyl) amino] acetyl) -4 -fluoro-2-pyr rolidinecarbonitrile 
792914-07-9P 792914-08-0P, (2S) -4 , 4-Dif luoro-1- [ [| 1- 
methyl-4- ( (2-pyridinylmethoxy ) imino] cyclohexyl] amino) acetyl J -2- 
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pyrrolidinecarbonitrile dihydrochloride 792914-11-5P 
792914-13-7P 792914-15-9P 792914-17-1P 
792914-19-3P 792914-22-8P 792914-24-0P 
792914-26-2P 792914-28-4P 792914-31-9P 
792914-34-2P 792914-36-4P 792914-39-7P 
792914-42-2P 792914-44-4P 792914-47-7P 
792914-50-2P 793672-40-9P 793672-41-0P ' 
793672-43-2P 793672-44-3P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(DPP-IV inhibitor; prepn. of pyrrolidinecarbonitriles as DPP-IV 
inhibitors for treatment of NIDDM) 
RN 792913-88-3 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4-f luoro-1- [(( l-methyl-4- | (2- 

pyridinylmethoxy) imino] cyclohexyl ) amino) acetyl ] - , dihydrochloride, 
(2S.4S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Or 



RN 792913-91-8 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4- f luoro-1- [ ( ( l-methyl-4- | ( 3- 

pyridinylmethoxy) imino) cyclohexyl] amino) acetyl]-, dihydrochloride, 
(2S,4S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 792913-95-2 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4-fluoro-l-{ ( [l-raethyl-4- [ [ (6-methyl-2- 
pyridinyljmethoxy] imino) cyclohexyl ) amino] acetyl) - , dihydrochloride, 
(2S,4S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




792913-99-6 HCAPLUS 

2-Pyrrolidinecarbonitrile. 4-f luoro-1- ( 1 {l-methyl-4- [ { (2-methyl-3- 
pyridinyl Jmethoxy] imino] cyclohexyl ] amino) acetyl ] - , dihydrochloride, 
(2S.4S)- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 



10507005 
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• 2 HC1 



RN 192914-02-4 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 

l-ll (4-t I (6-chloro-3-pyridinyl)methoxy)iraino]-l- 

methylcyclohexyl)aiaino)acetyl)-4-fluoro-, (2S.4S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 792914-07-9 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4-fluoro-l- [ { I trans-l-methyl-4- ( [ (E) - (2- 

pyridinylmethylene)araino)oxy)cyclohexyl)amino)acetyl] -, (25, 4S) - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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Cr 

f 



RN 792914-09-0 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4 . 4-dif luoro-1- I { ( l-methyl-4- { (2- 

pyridinylmethoxy ) ioino J cyclohexyl J amino) acetyl J - , dihydroehloride, (2S > - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




• 2 HC1 

RN 192914-11-5 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4-fluoro-l- [ { [ trans- 1 -methyl- 4 - I { (E) - ( 4- 

pyridinylmethylene) amino] oxy] cyclohexyl] amino) acetyl)-, (2S, 4S)- (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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(Continued) 



H Me 

. CN 



RN 192914-13-7 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 1- ( [ {trans-4- [ { (E>- [ (6-chloro-3- 

pyridinyl) methylene] amino) oxy] -1-methylcyclohexyl ] amino J acetyl) - 4 - f luoro- 
(2S.4SJ- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 



Cr- 



RN 192914-15-9 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4-fluoro-l- { I I trans-4- [ I (E) - ( { 6-methoxy- 3- 
pyridinyl ) methylene 1 amino) oxy) -1-methylcyclohexyl) amino] acetyl)-, 

(2S,4S>- 

(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 



Cr 
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RN 792914-17-1 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4-fluoro-l-{ t [trans- l-methyl-4- I [ (E) - I ( 6- 
phenoxy-3-pyr idinyl ) methylene ) amino ) oxy) cyclohexyl ) amino) acetyl ) 
<2S,4S)- <9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 



Cr 



RN 792914-19-3 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4-fluoro-l- [ [ [ trans- 1 -methyl-4 - [ [ (E)-{ |6- 

(trif luoromethyl) -3-pyridinyl] methylene) amino) oxy] cyclohexyl] amino) acetyl ] - 
, (2S.4S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry- 
Double bond geometry as shown. 



0 



RN 192914-22-8 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4-fluoro-l- ( ( [ trans- 1 -methyl -4 - ( ( (E) -(1- 13- 
pyr idinyl ) ethylidene ) amino) oxy] cyclohexyl ) amino ] acetyl )-, (25, 4S> - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 



10507005 
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RN 792914-24-0 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 

4-tluoro-l- I J (trans-l-methyl-4- I [ (E) - | (6-methyl- 

2-pyridinyl)methylene}amino)oxy]cyclohexyl]amino)acetyl)-. (2S, 45)- (9CI) 
(CA INOEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 



« Me t 



Or 



RN 792914-26-2 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 

4- f luoro-1- ([ (trans-l-methyl-4- [ ( (E) - | (3-methyl- 

4-pyridinyl)methylene]amino)oxyJeyclohexyl)amino)acetyl] -, (25, 4S) - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 



Or 



RN 792914-28-4 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile. 4-tluoro-l- 1 1 [trans-l-methyl-4- [ ( <E)-<2- 

thia2olylmethylene)amino)oxylcyclohexyl)amino]acetyl) (25. 4S) - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 

O CN 

RN 792914-31-9 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 1- I I (trans-4- [ (cyclohexylldeneamino ) oxy ] - 1- 

methylcyclohexyl] amino) acetyl} -4- fluoro-. (2S.4S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



XT 



.JO 



o 
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792914-34-2 HCAPLUS 

2-Pyrrolidinecarbonitrile, 4-f luoro-1- [ { [trans-l-methyl-4- f [ (1- 
raethylethylidene) amino] oxylcyclohexyl) amino) acetyl 1 -, (2S, 4S) - (9CI) 
INDEX NAME) 



Absolute stereochemistry. 



O^ ^CMe 2 



RN 792 914-36-4 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4-f luoro-1- ( [ I trans-l-methyl-4- [ ( (E) - (2- 

thienylme thy lene) amino] oxylcyclohexyl] amino) acetyl)-, monohydrochloride, 
(2S.4S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 



RN 792914-39-7 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4-f luoro-1- ( I (trans-l-methyl-4- [ ( (E > - 

(phenylmethylene)amino}oxy]cyclohexyl)amino)acetyl)-, (2S, 4S) - (9CI) 
INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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(Continued) 



Or 



RN 792914-42-2 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4-f luoro-l-{ ( (trans-l-methyl-4- [ ( (E) - ( 1- 

phenylethylidene)amino]oxy]cyclohexyl)amino)acetyl)-, (2S.4S)- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 



XT 



RN 792914-44-4 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4-f luoro-1- [ [ (trans-l-methyl-4- ( ( (E) - (5- 

pyrimidinylmethylene) amino] oxyjcyclohexyl] amino] acetyl)-, (2S,4S|- (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 



Or 



10507005 
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RN 792914-47-7 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 1-t ( ltrans-4-l (cyclopentylideneamino) oxy] -1- 

methylcyclohexyl]amino)acetyl]-4-fluoro-, (2S.4S)-. (9CI) <CA INDEX NAME) 

Absolut* stereochemistry. 



o CN 



RN 792914-50-2 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 

1- [ I I trans-4- [ [ ( 1 -ethylpropylidene) amino J oxy] - 1- 

methylcyclohexyl]amino)acetyl)-4-fluoro-, (2S.4S)- <9CI> (CA INDEX NAME) 

Absolute stereochemistry. 




L4 ANSWER 15 OF 23 HCAPLUS COPYRIGHT 2007 ACS on STN (Continued) 



RN 793672-41-0 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4, 4 -dif luoro-1- [ ( I l-methyl-4- ( { <E)-(3- 

pyridinylmethylene)amino}oxy}eyclohexyl)amino]acetyl]- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 



793672-40-9 HCAPLUS 

2- Pyrrol idinecarbonit rile, 4- f luoro-1- [ ( [ l-methyl-4- [( <E) - (3- 
py^idinylmethy^ene ) amino ] oxy J cyclohexyl J amino) acetyl ] - (9CI) (CA INDEX 



Relative stereochemistry. 
Double bond geometry as shown. 



RN 793672-43-2 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4 , 4-dif luoro-1- [ ( (l-methyl-4- ( [ (E) - ne- 
urit luoromethyl) -3-pyridinyl] methylene J amino] oxy) cyclohexyl) amino) acetyl ) - 
. dihydrochloride (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 




RN 793672-44-3 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4, 4-dif luoro-1- | [ (l-methyl-4- | { (E)-[l-(3- 

pyridinyl) ethylidenej amino) oxy) cyclohexyl] amino) acetyl]-, dihydrochloride 
(9CI) (CA INDEX NAME) 
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Absolute stereochemistry. 
Double bond geometry as shown. 



H Me 



REFERENCE COUNT: 
FORMAT 



THERE ARE 2 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE 



* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB The derivs. I (A ■ F, CH2F, CKF2, CF3; B - CMeCH2NHD, Q: dotted line 

represents an optional double bond; D - (un) substituted heterocyclyl; C - 
H, Cl-8 alkyl) or their pharmaceutical^ acceptable salts, are prepared 

by 

reacting II (A - same as above; X - halo, S02Me, S02C6H4Me, S02CF3) with 
BNH2 (B • same as above) . I are useful for treatment of diseases 
involving dipeptidyl peptidase IV (III), e.g. diabetes, obesity, HIV 
infection, metastasis, skin diseases, prostatic hypertrophy, 
pericementitis, autoimmune diseases, etc. Ill inhibitors are especially 
useful 

for treatment of type 2 diabetes, because III inactivates an insulin 
secretagogue GLP-1. Thus, 
(2S,4S)-l-{3-[ (S-dimethylaminosulfonylpyridin-2- 

yl) amino) -2-methylpropylamino} acetyl-4-f luoro-2-cyanopyrrolidine (IV) , 
prepared from (23, 4S) -4-f luoropyrrolidine-2-carboxamide trif luoroacetate 
with 2 steps, inhibited III Caco-2 cells, at IC50 5.7 nM. IV dissolved 



in 



a phosphate buffer at I + 10-SM and the solution was stored at 
25' for 48 h to show 94.4* stability. 
748165-39-1P 74B165-43-7P 748165-45-9P 
748165-47-1P 74B165-49-3P 74B165-51-7P 
74B165-73-3P 74B165-76-6P 748165-78-8P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of 4-substituted-2-cyanopyr rolidine derivs. as dipeptidyl 
peptidase IV inhibitors for treatment of diabetes) 
74B165-39-1 HCAPLUS 

2-Pyrrolidinecarbonitrile, l-[[ [1- 15- I (diraethylamino) sulfonyl] -2- 
pyridinyl] -4-piperidinyl] amino] acetyl] -4-f luoro-, (2S,4S)- (9CI) (CA 
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INDEX NAME) 

Absolut* stereochemistry. 




RN 748165-43-7 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4-fluoro-l- [ | [1- [5-{ (methylamino)sulfonyl] -2- 
pyridinyl]-4-piperidinylUaino) acetyl]-, (2S,4S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




A" 

F 



RN 746165-4 5-9 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 

1- ( I (1-15- [ (diethylaoino) sulfonyl ) -2-pyridinyl J - 

4-piperidinyl]araino]acetyl]-4-fluoro-, (2S.4S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 749165-47-1 HCAPLUS 

CN 2-Pyr rolidinecarbonitrile, 

1- I { [1- [S- ( (ethylaoino) sulfonyl] -2-pyridinyl) -4- 

piperidinyl]araino]acetyl]-4-fluoro-, (2S,4S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




/ 



RN 748165-49-3 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4- f luoro- 1- [ I [ 1- (5- ( l-pyrrolidinylsul f onyl ) -2- 
pyridinyl)-4-piperidinyl]ammo]acetyl]-, (2S,4S>- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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W// 



(Continued) 



RN 748165-S1-7 HCAPLUS 

CN 2 -Pyrrol idinecarbonitrile, 4-fluoro-l- ( t ( 1- t 5- ( 1 -piper idinylsulf onyl) -2- 
pyridinyl]-4-piperidinyl]aminoJacetylJ-. (2S.4S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 748165-73-3 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4-fluoro-l- ( [ [l-[5- [ (methylsulfonyl)amino)-2- 
pyfidinylJ-4-piperidinyl]araino)acetyl)-, (2S,4S>- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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N^ M 



0 



RN 748165-76-6 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4-f luoro-1- [| ( 1- ( 5- [ ( (2, 2 , 2- 

trif luoroethyl) sulfonyl ] amino] -2-pyridinyl } -4-piperidinyl) amino] acetylj- 
(2S,4S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 748165-78-8 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 

1- ( ( (1- IS- ( ( (2, 4-dif luorophenyl) sulfonyl ) amino } - 

2-pyridinylJ-4-piperidinyl)araino}acetyl]-4-fluoro-, (25,45)- (9CI> (CA 
INDEX NAME) 



Absolute stereochemistry. 
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/ X s" / 



The title 2-cyano- 4 - fluoropyrrolidine derivs. with general formula of I 
(where A - ( un) substituted heterocyclyl with exclusions) or 
pharmaceutical^ acceptable salts thereof are prepared as 

dipeptidylpeptidase (DPP) IV inhibitors, and are useful for the treatment 
of insulin-dependent diabetes (type 1 diabetes), in particular, 
insulin-independent diabetes (type 2 diabetes), insulin resistance 
disease, and obesity based on the above effect (no data) . For example, 
the compound II»(CHC02H)2 was prepared in a multi-step synthesis. II 



showed 


inhibitory activity with IC50 


1 Ol 


651054- 


98- 


7P 


651055- 


01- 


SP 


651055- 


14- 


OP 


651055- 


17- 


3P 


651055- 


20- 


BP 


651055- 


23- 


IP 


651055- 


26- 


4P 


6510SS- 


29- 


7P 


651055- 


32- 


2P 


651055- 


37- 


7P 


6S10SS- 


41- 


3P 


651055- 


46- 


BP 


651055- 


51- 


SP 


651055- 


•56- 


OP 


651055- 


60- 


6P 


651055- 


63- 


9P 


651055- 


77- 


5P 


651055- 


81- 


IP 


651055- 


85- 


SP 


651055- 


88- 


BP 


651055- 


91- 


3P 


651055- 


94- 


6P 


6S1055- 


97- 


9P 


651056- 


01- 


BP 


651056- 


04- 


IP 


651056- 


07- 


4P 


651056- 


10- 


9P 


651056- 


12- 


IP 


651056- 


15- 


4P 


651056- 


17- 


6P 


651056- 


19-BP 


651056- 


21-2P 


651056-24- 


5P 


651056- 


27- 


BP 


651056- 


30- 


3P 


651056- 


■33- 


6P 


651056- 


36- 


9P 


651057- 


02- 


2P 


6510S7- 


03- 


3P 


651057- 


04- 


4P 


651057- 


05- 


5P 


6510S7- 


•06- 


6P 


651057- 


07- 


7P 


651057- 


■08- 


8P 


651057- 


09- 


9P 



RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(drug candidate; preparation of ( cyano) ( fluoro) pyrrolidine derivs. as 
dipeptidylpeptidase (DPP) IV inhibitors) 
651054-98-7 HCAPLUS 

2-Pyrrolidinecarbonitrile, 4-fluoro-l- ( ( ( 1- (methylsulf onyl) -4- 
piperidinyljaminojacetylj-, (2S,4S)-, (2E) -2-butenedioate (1:1) (9CI) 

INDEX NAME) 



CRN 110-17-8 
CMF C4 H4 04 



Double bond geometry as shown. 



^^/C0 2 H 



HO2C 

RN 651055-01-5 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4-f luoro-1- ( ({ 1- (phenylraethyl ) -4- 

piperidinyl)amino)acetyl)-, (2S.4S)-, (2E) -2-butenedioate (1:1) (9CI) 

(CA 

INDEX NAME) 
CM 1 

CRN 483365-98-6 
CMF CI 9 H25 F N4 O 



Absolute stereochemistry. 




CRN 651054-97-6 

CMF C13 H21 F N4 03 S 



Absolute stereochemistry. 



CRN 110-17-8 
CMF C4 H4 04 

Double bond geometry as shown. 

HO J C-^' C02H 

RN 6S105S-M-0 HCAPLUS 
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CN 2-Pyrrolidinecarbonitrile, 1- [ [ {1- (4-cyanophenyl) -4- 

piperidinyl)«mino)»cetyl)-4-fluor©-, (2S.4S)-, (2E) -2-butehedioate (1:1) 

OCX ) (CA INDEX NAME) 

CM 1 

CRN 483366-00-3 
CMF C19 H22 f 115 O 

Absolute stereochemistry . 




/ 



CM 2 

CRN 110-17-8 
CMF C4 H4 04 

Double bond geometry as shown. 




RN 651055-17-3 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 1- [ { [1- ( S-cyano-2-pyridinyl ) -4- 

piperidinyl)amino)acetyl J-4-f luoro-, (2S,4S)-, ( 2E) - 2-butenedioate (1:1) 
(9CI) <CA INDEX NAME) 

CM 1 

CRN 6S105S-16-2 
CMF CIS H21 F N6 O 

Absolute stereochemistry. 
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CN 



/ 
r 

CM 2 

CRN 110-17-8 
CMF C4 H4 04 

Double bond geometry as shown. 




RN 651055-20-8 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4-fluoro-l- [ | { (3-endo)-Q- (phenylraethyl) -B- 

atabicyelo 1 3. 2.1) oct-3-yl) amino) acetyl) -, (2S, 4S )-, (2E) -2-butenedioate 
(1:1) (SCI) (CA INDEX NAME) 

CM 1 

CRN 651055-19-5 

CMF C21 H27 r N4 O . 

Absolute stereochemistry. 




CM 2 

CRN 110-17-6 
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CMF C4 H4 04 



Double bond geometry as shown. 



(Continued) 



RN 651055-23-1 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4-£luoro-l-{ [ [ (3-exo) -8- (raethylsulf onyl ) -8- 
azabicyclo(3 .2.1) oct-3-yl J amino) acetyl}-, <2S, 4S) -, (2E) -2-butenedioate 
(1:1) (9CI) (CA INDEX NAME) 

CM 1 

CRN 651055-22-0 

CMF CIS H23 F N4 03 S 

Absolute stereochemistry. 



\ 



■or Y 



CRN 110-17-8 
CMF C4 H4 04 

Double bond geometry as shown. 

^sf^coaH 

H0 2 C 

RN 6510S5-26-4 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4-fluoro-l- I ( [4-methyl-l- (raethylsul fonyl) -4- 
piperidinyl)amino)acetyl)-. (25,43)-, <2E) -2-butenedioate (1:1) (9CI) 

(CA 

INDEX NAME) 



CRN 6S105S-25-3 

CMF C14 H23 r N4 03 S 



Absolute stereochemistry. 
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i 1 n 



V/° 



CRN 110-17-8 
CMF C4 H4 04 



Double bond geometry as shown. 



RN 651055-29-7 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 1- [ ( ( 1- [ (4-cyanophenyl) sulfonyl) -4- 

piperidinyl)amino)acetyl)-4-fluoro-, (2S,4S)-, (2E) -2-butenedioate (1:1) 
• (9CI) (CA INDEX NAME) 

CM 1 

CRN 6S10SS-28-6 

CMF C19 H22 F N5 03 S 

Absolute stereochemistry. 



W// 



CRN 110-17-8 
CMF C4 H4 04 



Double bond geometry as shown. 



10507005 



ANSWER 17 Or 23 HCAPLUS COPYRIGHT 2007 ACS On STN 



(Continued) 



L4 ANSWER 17 OF 23 HCAPLUS COPYRIGHT 20O7 ACS on STN (Continued) 



RN 651055-32-2 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 1- ( [ [ 1- (ethylsulf onyl) -4- 

piporidinylU»ino] acetyl] -4-fluoro-, <2S,4S1-, (2E> -2-butenedioate (1:1) 
(9CI) (CA INDEX NAME) 

CM 1 

CRN 651055-31-1 

CMP C14 H23 F N4 03 S 

Absolute stereochemistry. 



CRN 110-17-Q 
CMF C4 H4 04 



Double bond geometry as shown. 
^C02H 



H02C 



CN 0 



CRN 110-17-8 
CMr C4 H4 04 

Double bond geometry as shown. 
RN 651055-41-3 HCAPLUS 

CN 2-Pyrrolidineearbonitrile, 4-f luoro-1- { ( [1- I ( 1-methylothyl) sul f onyl) -4- 
piperidinyl] amino] acetyl]-, (23.43)-, (2E) -2-butenedioate (1:1) (9CI> 

(CA 

INDEX NAME) 
CM 1 

CRN 483365-94-2 

CMF CIS H2S F N4 03 S 

Absolute stereochemistry. 



RN 651055-37-7 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4-fluoro-l-| ( 1 1- (propylsulfonyl) -4- 

piperidinyl)amino]acetyl)-. (25, 45>-, (2E) -2-butenedioate (1:1) (9C1) 

(CA 

INDEX NAME) 



CRN 651055-36-6 

CMF C15 H25 F N4 03 S 



Absolute stereochemistry. 



CRN 110-17-B 
CMF C4 H4 04 

Double bond geometry as shown. 



H02C' 



ANSWER 17 OF 2 3 HCAPLUS COPYRIGHT 2007 ACS on STN 
^^C0 2 H 



(Continued) 



RN 6510SS-46-8 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4-fluoro-l- ( 1 ( 1-f ormyl-4- 

piperidinyl) amino) acetyl)-, (23,43)-, (2E) -2-butenedioate (1:1) (9CI) 

(CA 

INDEX NAME) 



CRN 651055-45-7 
CMF C13 H19 F N4 02 



Absolute stereochemistry. 



ANSWER 17 OF 2 3 HCAPLUS COPYRIGHT 2007 ACS on STN 



CM 



CRN 110-17-8 
CMF C4 H4 04 



Double bond geometry as shown. 
H02C X 



RN 651055-56-0 HCAPLUS 

CN 4-Piperidinamine, N- [2- ( (25, 4S ) -2-cyano-4- fluoro- 1 -pyrrol idinyl } -2- 

oxoethyl)-l-(hydroxyacetyl)-, (2E) -2-butenedioate (1:1) (salt) (9CI) (CA 
INDEX NAME) 



CRN 110-17-8 
CMF C4 H4 04 



Double bond geometry as shown. 



CRN 651055-55-9 
CMF C14 H21 F N4 03 



Absolute stereochemistry. 



^= C0 2 H 

H02C 

RN 651055-51-5 HCAPLUS 
CN 4-Piperidinamine, 

1-acetyl-N- [2- ( (2S, 4S) -2-cyano-4- fluoro- 1-pyr rolidinyl ) - 

2-oxoethyll-, ( 2E ) -2-butenedioate (1:1) (9CI) (CA INDEX I 



CM 



CRN 
CMF 



651055-50-4 
C14 H21 F N4 02 



Absolute stereochemistry. 



CRN 110-17-8 
CMF C4 H4 04 



Double bond geometry as shown. 
^C02H 



RN 65105S-60-6 HCAPLUS 

CN 4-Piperidinamine, N- (2- ( (2S, 4 S ) -2-cyano- 4- fluoro- 1 -pyr rolidinyl ) -2 - 

oxoethylj-l- (2-hydroxy-2-methyl-l-oxopropyl) -, (2E) -2-butenedioate (1:1) 
(salt) (9CI) (CA INDEX NAME) 

CM 1 

CRN 651055-59-3 
CMF CI 6 H25 T N4 03 

Absolute stereochemistry. 



10507005 
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H0 2 C 

RN 651055-77-S HCAPLUS 
CN 4-Fiperidinaraine, 

1-benzoyl-N- (2- ( (2S, 43) -2-cyano-4-f luoro-l-pyrrolidinyl J - 

2-oxoethyl}-, (2E> -2-butenedioate (1:1) (9CI) (CA INDEX NAME) 



CRN 110-17-8 
CMr C4 Hi 04 



Double bond geometry as shown. 



H0 2 C 

RN 6S10SS-63-9 HCAPLUS 

CM 1-Piperidinecarboxamide, 

4-( [2-U2S, 4S)-2-cyano-4-fluoro-l-pyrrolidinyl)-2- 

oxoethyl] amino) -N.N-dioethyl-, (2E) -2-butenedioate (1:1) (9CI) (CA INDEX 



CRN 6S10SS-76-4 
CMF C19 H2 3 F N4 02 



Absolute sttreochenistry. 



A 



CRN 6S1055-62-8 
CMF CIS H24 F NS 02 



Absolute stereochemistry. 



0 




CRN 110-17-8 
CMF C4 H4 04 



Double bond geometry as shown. 
^C0 2 H 



H0 2 C 

RN 651055-81-1 HCAPLUS 

CN Morpholine, 4-[{4-| [2-[<2S, 4S)-2-cyano-4-fluoro-l-pyrrolidinyl)-2- 

oxoethyllamino]-l-piperidinyl)carbonyl] (2E) -2-butenedioate (1:1) (9CI 
(CA INDEX NAME) 

CM 1 

CRN 651055-80-0 
CMF CI 7 H2 6 F N5 03 



Absolute stereochemistry. 



Double bond geometry as shown. 



L4 ANSWER 17 OF 23 HCAPLUS COPYRIGHT 2007 ACS on STN (Continued) 



O 



0' 



CRN 
CMF 



110-17-8 
C4 H4 04 



Double bond geometry as shown. 



651055-85-5 HCAPLUS 

2-Pyrrolidinecarbonitrile, 4-f luoro-1- ( [ (4- (hydroxymethyl > -1- 
(methylsulfonylJ-4-piperidinyl) amino} acetyll-, (2S.4S)-, 
(2E)-2-butenedioate (1:1) (salt) (9CI) (CA INDEX NAME) 



CRN 
CMF 



651055-84-4 

C14 H23 F N4 04 S 



Absolute stereochemistry. 




CRN 110-17-8 
CMF C4 K4 04 
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(Continued) 



651055-88-B HCAPLUS 

4-Piperidinamine, N- (2- [ (2S, 4S> -2-cyano-4- f luoro-1 -pyrrolidinyl | -2- 
oxoethyl]-l-(l-piperidinylcarbonyl)-, ( 2E> -2-butenedioate (1:1) (9CI) 

INDEX NAME) 



CBN 651055-87-7 
CMF C18 H28 F N5 02 



Absolute stereochemistry. 



CRN 110-17-8 
CMF C4 H4 04. 



Double bond geometry as shown. 



651055-91-3 HCAPLUS 

2-Pyrrolidineearbonitrile, 4-fluoro-l- ( ( |4-methyl-l- (propylsulf onyl) -4- 
piperidinyl]amino)acetyl)-, (2S,4S>-, (2E) -2-butenedioate (1:1) (9CI) 

INDEX NAME) 



CRN 651055-90-2 

CMF C16 H27 F N4 03 S 



Absolute stereochemistry. 



Double bond geometry as shown. 



10507005 
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■ 



CRN 110-17-8 
CMF C4 H4 04 

Double bond geometry as shown. 
RN 651055-94-6 HCAPLUS 

CN 4-Pip«ridinol. 1- [ [4- ( [2- [ (2S. 4S) -2-cyano- 4- f luoro- 1-pyr rolidinyl] -2- 

oxoethyl 1 amino) - 1 -piper idinyl ) carbonyl ] - . < 2E ) -2-butenedioate (1:1) 
(salt) 

(9CI) (CA INDEX NAME) 
CM 1 

CRN 651055-93-5 
CMF C18 H28 F N5 03 

Absolute stereochemistry. 



0" 



L4 ANSWER 17 OF 23 HCAPLUS COPYRIGHT 2007 
CRN 110-17-8 
CMF C4 H4 04 

Double bond geometry as shown. 



C ^^ C02H 



RN 651055-97-9 HCAPLUS 

CN 4-Piperidinamine, N-(2-( (2S, 4 S i - 2-cyano- 4 - f luoro- 1 -pyr rolidinyl ) -2 - 

oxoathyl}-!- I (2R> -2, 3-dihydroxy- 1-oxopropyl } (2E) -2-butenedioate (1:1) 
(salt) (9CI) (CA INDEX NAME) 

CM 1 

CRN 651055-96-8 
CMr CIS H23 F N4 04 

Absoluts stereochemistry. 




CRN 110-17-8 
CMF C4 H4 04 



Double bond geometry as shown. 



651056-01-8 HCAPLUS 

4-Piperidinamine, N- (2- I ( 2S , 4S ) -2-cyano-4- fluoro-l-pyr rolidinyl} -2- 
oxoethyl)-l-(hydroxyacetyl)-4-raethyl-, (2E) -2-butenedioate (1:1) (salt) 
(9CI) (CA INDEX NAME) 



CRN 6S10S6-OO-7 
CMF CIS H23 F N4 03 



Absolute stereochemistry. 



L4 ANSWER 17 OF 23 HCAPLUS COPYRIGHT 2007 ACS on STN (Continued) 




CRN 110-17-8 
CMF C4 H4 04 



Double bond geometry as shown. 



ho 2 C 



RN 651056-04-1 HCAPLUS 

CN 4-Piperidinamine. N- (2- | (2S, 4S) -2-cyano-4-f luoro-l-pyrrolidinyl] -2- 

oxoethyl] -1- ( (2S) -2, 3-dihydroxy- 1 -oxopropyl) -, (2B) -2-butenedioate (1:1) 
(salt) (9CI) (CA INDEX NAME) 

CM 1 

CRN 651056-03-0 
CMF C15 H23 F N4 04 

Absolute stereochemistry. 



CRN 110-17-8 
CMr C4 H4 04 



Double bond geometry as shown. 



651056-07-4 HCAPLUS 

2-Pyrrolidinecarbonitrile. 4- f luoro- 1- 



[(l-formyl-4-methyl-4- 



ANSWER 17 OF 23 HCAPLUS COPYRIGHT 2007 ACS on STN (Continued) 
piperidinyl)amino)acetyl)-, (25,45)-, (2E) -2-butenedioate (1:1) (9CI) 

INDEX NAME) 



CRN 6S10S6-06-3 
CMF C14 H21 F N4 02 



Absolute stereochemistry. 



0 



CRN 110-17-8 
CMF C4 H4 04 



Double bond geometry as shown. 
^C02H 



HO2C 



RN 



651056-10-9 HCAPLUS 

2-Pyrrolidinecarbonitrile, l-( [ [ 1- (ethylsulf onyl) -4-methyl-4- 
piperidinyl]amino)acetyl)-4-fluoro-, (2S.4S)-, (2E) -2-butenedioate (1:1) 
(9CI) (CA INDEX NAME) 

CM 1 

CRN 651056-09-6 

CMF C15 H2S F N4 03 S 

Absolute stereochemistry. 



CRN 110-17-8 



10507005 
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CMF C4 H4 04 

Double bond geometry as shown. 
RN 6510S6-12-1 HCAPLUS 

CN Thiomorpholine, 4- [ [4- t [2- [ (25, 4S) -2-cyano-4- f luoro- 1-pyrrolidinyl ] -2- 
oxoethyljaminoj-l-piperidinyljcarbonyl)-, 1, 1-dioxide, 

(2E) -2-butenedioate 

(1:1) (9CI) (CA INDEX NAME) 



CRN 6S10S6-U-0 

CMF C17 H2 6 F N5 04 5 



Absolut* stereochemistry. 



o 



CRN 110-17-8 
CMF C4 H4 04 



Double bond geometry as shown. 



651056-15-4 HCAPLUS 

4-Piperidinamine, N- (2- [ (2S, 4S) -2-cyano-4-f luoro-l-pyrrolidinyl] -2- 
oxoethyl}-l-(4-hydroxy-l-oxobutyl)-, (2E) -2-butenedioate (1:1) (salt) 
(9CI) (CA INDEX NAME) 



CM 



1 



ANSWER 17 OF 2 3 HCAPLUS COPYRIGHT 2007 ACS on STN 
CRN 651056-14-3 
CMF C16 H2 5 F N4 03 



(Continued) 



Absolute stereochemistry . 



CRN 110-17-8 
CMF C4 H4 04 



Double bond geometry as shown. 



RN 651056-17-6 HCAPLUS 

CN 4-Piperidinamine, N- [2- [ (25, 4S ) -2-cyano-4- f luoro-l-pyrrolidinyl J -2- 

oxoethyl)-l-(fluoroacetyl)-, (2E) -2-butenedioate (1:1) (9CI) (CA INDEX 
NAME) 

CM 1 

CRN 6S1056-16-5 

CMF CI 4 H20 F2 N4 02 

Absolute stereochemistry. 



X 



CRN 110-17-8 
CMF C4 H4 04 
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Double bond geometry as shown. 



(Continued) 



651056-19-6 HCAPLUS 

4-Piperidinamine, N- [2- [ (25, 45) -2-cyano-4-f luoro-l-pyr rolidinyl) -2- 
oxoethyl]-l- ( fluoroacetyl ) -4-methyl-, ( 2E ) -2-butenedioate (1:1) (9CI) 

INDEX NAME) 



CRN 651056-18-7 

CMF CIS H22 F2 N4 02 



Absolute stereochemistry. 



"IP 



H Me 



CRN 110-17-8 
CMF C4 H4 04 



Double bond geometry as shown. 



651056-21-2 HCAPLUS 

2-Pyrrolidinecarbonitrile, 4-f luoro-1- { [ (4-methyl-l- (methylsulfonyl | -4- 
piperidinyllarainojacetyl}-, (2S,4R)-, (2E) -2-butenedioate (1:1) (9CI) 

INDEX NAME) 



CRN 
CMF 



651056-20-1 

C14 H23 F N4 03 S 



Absolute stereochemistry. 
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\\// 



CRN 110-17-8 
CMF C4 H4 04 



Double bond geometry as shown. 



651056-24-5 HCAPLUS 

2-Pyrrolidinecarbonitrile, 4-f luoro-1- [ I [4-methyl-l- (methylsulfonyl) -4- 
piperidinyl)araino)acetyl)-, (2R.4S)-, (2E) -2-butenedioate (1:1) (9CI) 

INDEX NAME) 



CRN 651056-23-4 

CMF C14 H23 F N4 03 S 



Absolute stereochemistry. 




CRN 110-17-8 
CMF C4 H4 04 



Double bond geometry as shown. 

,,C0 2 H 



H0 2 C 



10507005 
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651056-27-8 HCAPLUS 

2-Pyrrolidinecarbonitriie, 4-f luoro-1- ( I (4-raothyl-l- (methylsulfonyl ) -4- 
piperidinyl]amino]acetyl]-, <2R, 4R)-, (2E) -2-butenedioate (1:1) (9C1) 

INDEX NAME) 



CRN 
CMF 



6510S6-26-7 

CH H23 F N4 03 S 



Absolute stereochemistry. 
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b 




CRN 110-17-8 
CMF C4 H4 04 



Double bond geometry as shown. 



HO2C 



/^/C0 2 H 



CRN 110-17-8 
CMF C4 H4 04 



Double bond geometry as shown. 



RN 651056-30-3 HCAPLUS 

CN 4-Piperidinamine, N-(2-[(2S,4R) -2-cyano-4- f luoro- 1-pyrrolidinyl] -2- 

oxoethylj-l- (hydroxyacetyl) -4-methyl-, ( 2E) -2-butenedioate (1:1) (salt) 
(9CI) (CA INDEX NAME) 



CRN 651056-29-0 
CMF CIS H23 F N4 03 



Absolute stereochemistry. 



RN 6S1056-33-6 HCAPLUS 

CN 4-Piperidinamine, N- {2- I (2R, 4S) -2-cyano-4- f luoro- 1 -pyrrol idinyl] -2- 

oxoethyl) -1- (hydroxyacetyl ) -4-methyl-, ( 2E) - 2-butenedioate (1:1) (salt) 
(9CI) (CA INDEX NAME) 

CM 1 

CRN 651056-32-5 
CMF CIS H23 F N4 03 



Absolute stereochemistry. 



CRN 110-17-8 
CMF C4 H4 04 



Double bond geometry as shown. 
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RN 651056-36-9 HCAPLUS 

CN 4-Piperidinamine, N- {2- [ (2R, 4R) -2-cyano-4-f luoro- 1-pyr rolidinyl J -2- 

oxoethylj -1- ( hydroxyacetyl ) -4-methyl-, ( 2E ) -2-butenedioate (1:1) (salt) 
(9CI) (CA INDEX NAME) 



L4 ANSWER 17 OF 2 3 HCAPLUS COPYRIGHT 2007 ACS on STN (Continued) 



CM _ 

A " -Cf 

r N C-CH2-NH— 



CRN 651056-35-6 
CMF CIS H23 F N4 03 



Absolute stereochemistry. 



RN 6S1057-04-4 HCAPLUS 

CN 4-Piperidinamine, N- [2- (2-cyano- 4 -fluoro- 1-pyr rolidinyl) -2-oxoethyl] -1- 
(hydroxyacetyl)- (9C1) <CA INDEX NAME) 



CN 



1 n 

I C-CH2-NH 



CRN 110-17-8 
CMF C4 H4 04 



Double bond geometry as shown. 
^C02H 



RN 



651057-02-2 HCAPLUS 

2-Pyrrolidinecarbonitrile, 4-f luoro-1- ([{ 1- (methylsulfonyl) -4- 
piperidinyl]amino)acetyll- (9CI) (CA INDEX NAME) 



A 1 -O 

r N C- CH 2 - NH 



6S10S7-03-3 HCAPLUS 

2-Pyrrolidinecarbonitrile, 4-£luoro-l-( I {4 -methyl- 1- (methylsulfonyl) -4 - 
piperidinyl]amino]acetyl)- (9CI) (CA INDEX NAME) 



RN 6S1057-05-5 HCAPLUS 

CN 4-Piperidinaraine, N-(2- (2-cyano- 4- fluoro- 1-pyr rolidinyl ) -2-oxoethyl J - 1 - 
(hydroxyacetyl) -4-methyl- (9CI) (CA INDEX NAME) 



r N C-CH2-NH— L^l 



RN 651057-06-6 HCAPLUS 

CN 4-Piperidinamine, N- (2- (2-cyano-4- fluoro- 1-pyr rolidinyl ) -2-oxoethyl ) - 1- 
(fluoroacetyl) -4-methyl- (9CI) (CA INDEX NAME) 



r «— C-CH2-MH— 



10507005 
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RN 6510S7-07-7 HCAPLUS 

CN 2-Pyrrolidinecarbomtrile. 4-f luoro-1- [ [ ( 1-f ormyl-4- 
P iperidinyl)amino}acetylJ- (9CI) (CA INDEX NAME ) 



(Continued) 



CN 



651057-08-8 HCAPLUS 

2-Pyrrolidineearbonitrile. 4-f luoro-1- [ [ (l-formyl-4-methyl-4- 
piperidinyl) amino} acetyl}- (9CI) (CA INOEX NAME) 



4J 



L4 ANSWER 17 or 23 HCAPLUS COPYRIGHT 2007 ACS on STN (Continued) 

PAGE 1-A 



C 



? 



9 

r 
r 

r° 
fr CH 



N 651057-09-9 HCAPLUS 
N Morpholine. 

- [ 14- [ {2- (2-cyano-4-f luoro-l-pyr rolidinyl ) -2-oxoethyl 1 amino) - 
l-piperidinyl}carbonyl)- (9CI) (CA INDEX NAME) 



IT 6510S4-97-6P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(intermediate; preparation of (cyano) ( fluoro) pyrrolidine derivs. as 
dipeptidylpeptidase (DPP) IV inhibitors) 
RN 6510S4-97-6 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4-fluoro-l- ( I ( 1- (methylsulf onyl) -4- 
piperidinyl}amino)acetyl)-, (25, 4S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

agents 

INVENTOR (S) : 

PATENT ASSIGNEE(S): 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2004:76522 HCAPLUS 

140:122807 ; 

Dipeptidyl peptidase IV (DPPIV) inhibitors containing 
cyanopyrrolidinea and their use as antidiabetic 

Fukushima, Hiroshi; Hiradate, Akira; Takahashi. 
Masato; Kameo, Kazuya 

Taisho Pharmaceutical Co., Ltd., Japan 

Jpn. Kokai Tokkyo Koho, 54 pp. 

CODEN: JKXXAF 

Patent 

Japanese 



PATENT NO. 



DATE 

20040129 



APPLICATION NO. 



JP 2003-130830 
JP 2002-134420 



20030508 
20020509 



OTHER SOURCE (S) : 



MAR PAT 140:122607 




AB Title inhibitors contain cyanopyrrolidinea I (Rl - halo, OH, Cl-5 -alkaxy, 
Cl-5 alkyl; R2-R4 - H, halo, OH. Cl-5 alkoxy, Cl-5 alkyl; R1R2 and/or 

R3R4 

may be O. hydroxyimino, Cl-5 alkoxyimino, Cl-5 alkylidene; X - O, S; Y - 
CRSR6, CR7R8CR9R10/ R5-R10 - H, halo, (un) substl tuted Cl-10 alkyl, etc.; 

2 

- H, halo. OH, Cl-5 hydroxyalkyl, 5H. (un) substituted Ph, imidazolyl, 

indolyl, etc.] or their Pharmacol, acceptable salts. Thus, 

(2S, 4S) -2-aminocarbonyl-4-f luoropyr rolidine HC1 salt was amidated with 

(2S, 3S) -2-fluorenylnethoxycarbonylamino-3-methylpentanoic acid, treated 

with trifluoroacetic anhydride, deprotected. and converted into HC1 salt 

to give (2S, 4S) -1- [ (23, 3S ) -2 -amino- 3-methylpentanoyl ) -2-cyano-4- 

f luoropyrrolidine HC1 salt, which inhibited DPPIV with IC50 value of 0.6 

nM. 

IT 426B44-01-1P 426844-02-2P 426844-03-3P 
426844-04-4P 428S08-72-9P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of cyanopyrrolidines as dipeptidyl peptidase IV 
inhibitors for 

treatment of diabetes) 
RN 426644-01-1 HCAPLUS 

CN 2-pyrrolidinecarbonitrile, 4-fluoro-l- I ( tr icyclo [ 3 . 3 . 1 .13, 7Jdec-2- 

ylamino) acetyl)-, monohydrochlor ide , <2S,4S|- (9CI) (CA INDEX NAME) 



10507005 



LA ANSWER 18 or 2 3 HCAPLUS COPYRIGHT 2007 ACS on STN (Continued) 
Absoluts stereochemistry . 




• HC1 



RN 426844-02-2 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 

4-fluoro-l-[ ( (3-hydroxytricyclol3. 3. 1 .13, 7Jdec- 

l-yl)araino]acetyl]-, monohydrochlor ide, (2S,4S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 




• HC1 



RN 426844-03-3 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 

4-fluoro-l-{ I (3-raethoxytricyclo(3.3.1 .13,7]dec- 

1-yl) amino] acetyl)-, monohydrochloride, (2S.4S)- (9CI) (CA INDEX NAME ) 

Absolute stereochemistry. 



L4 ANSWER 18 or 2 3 HCAPLU3 COPYRIGHT 2007 ACS on STN (Continued) 




• HC1 



RN 426844-04-4 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4-f luoro-l-{ ( tr icyclo ( 3 . 3 . 1 . 1 3 , 7 ) dec- 1- 

ylamino) acetyl}-, monohydrochlor ide, (2S.4S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




• HCl 

RN 428508-72-9 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 

'4-f luoro-l-J { ( 1-methoxytr icyclo (3. 3. 1 .13, 7)dec- 

2-yl)amino]acetyll-, monohydrochlor ide , (2S.4S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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Entered STN : 14 Sep 2003 




IT 64B908-74-1P 

RL: RCT (Reactant) ; 5PN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of cyanopyrrolidines as dipeptidyl peptidase IV 
inhibitors for 

treatment of diabetes) 
RN 648906-74-1 HCAPLUS 
CN 2-Pyrrolidinecarbonitrile, 

4-f luoro-1- { ( ( 3-methoxytr icyclo [3.3.1.13,7] dec- 

l-yl)amino]acetyl]~, <2S,4S>- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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2003:719461 HCAPLUS 
139:245893 

Preparation of aminoacetylpyr rol idinecarbonitr iles as 
inhibitors of DPP-IV 

Aranyi, Peter; Balazs, Laszlo; Bata, Imre; Batori, 

Sandor; Boronkay, Eva; Bovy, Philippe; Kanai, Karoly; 

Kapui, Zoltan; Susan, Edit; Szabo, Tibor; Nagy, Lajos 

T . ; Urban-Szabo, Katalin; Varga, Marton 

Sanof i-Synthelabo, Fr . ; et al. 

PCT Int. Appl., 53 pp. 

CODEN: PIXXD2 

Patent 

English 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



WO 


2003074500 




A2 




20030912 




WO 2003- 


HU17 




20030304 


wo 


2003074500 




A3 




20031218 














W: AE, 
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R* F 



R1BNHCH2COK 



6 

DN 



L4 ANSWER 19 or 23 HCAPLUS COPYRIGHT 2007 ACS on STN {Continued) 
study); PREP (Preparation); USES (Uses) 

(prepn. of aminoacetylpyrrolidinecarbonitriles as inhibitors of 

DPP-IV) 

RN 596816-23-8 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile. 4-f luoro-1- ( ( { (3-exo) -6-pyraiinyl-8- 

azabicyclo(3.2 .l)oct-3-yl)amino]acetyl]-, dihydrochloride, (2S.4S)- (9C1) 
(CA INDEX NAME) 

Absolute stereochemistry. 



\=N 



NHCH 2 CON J 

CN » 



AS Title compds. I (Rl * (un) substituted N heteroarom., thienyl, furyl, 

CH2Ph, tosyl, acyl; B » N heterocyclic; R2 - H, F) were prepared for use 

as 

dipeptidyl peptidase IV (DPP-IV) inhibitors with IC50 £ 100 nM, 
useful in the treatment of diabetes. Thus, the title compound II was 
prepared 

from 8- (2-pyrimidinyl) -8-azabicyclo [3 . 2.1] oct-3-yl-exo-amine and 
(2S)-l-chloroacetyl-4, 4-dif luoro-2-pyrrolidinecarbonitrile, each 
prepared in 

several steps. 
IT 596816- 



• 2 HCl 

RN 596816-24-9 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4, 4-dif luoro-1- {(( l-pyrazinyl-4- 

piperidinyl)amino)acetyl)-, dihydrochloride. (2S)- (9CI) (CA INDEX NAME) 

.Absolute stereochemistry. 
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RL: SPN (Synthetic preparation); 



THU (Therapeutic use); BIOL (Biological 



• 2 HC1 

596616-25-0 HCAPLUS 

2-Pyrroiidinecarbonitrile, 1- ( I 1 1- (S-cyano-2-pyridinyl) -4- 
piperidinyl)amino]acetyll-4, 4-difluoro-, dihydrochlor ide , (2S)- (9CI) 

INDEX NAME) 
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Absolute stereochemistry. 




F 



• 2 HCl 

RN 596816-26-1 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4, 4-dif luoro-1- ( 1 £ < 3-exo) -8- (2-pyridinyl) -8- 
azabicyclo(3.2. l]oct-3-yl)aminolacetyl}-. dihydrochloride (9CI) (CA 

INDEX 

NAME) 

Relative stereochemistry. 




• 2 HCl 



RN 596816-27-2 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4, 4-dif luoro-1- I [ [ ( 3-exo) -8-pyrazinyl- 8- 
azabicyclo[3.2.1)oct-3-yl]araino]acetyl]-. dihydrochloride (9CI) (CA 

INDEX 

NAME) 

Relative stereochemistry. 



L4 ANSWER 19 OF 2 3 HCAPLUS COPYRIGHT 2007 ACS on STN (Continued) 




• 2 HCl 



RN 596816-28-3 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 1- [ I ( (3-exo) -8- (5-cyano-2-pyr idinyl) -8- 

azabicyclo[3.2.1)oct-3-yl]amino]acetyl)-4, 4-difluoro-, dihydrochloride 
(9CI) (CA INDEX NAME) 

Relative stereochemistry. 




• 2 HCl 



RN 596816-29-4 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4 , 4 -di f luoro- 1- ( ( ( (3-exo) -8- ( S-nitro-2- 

pyridinyl>-8-azabicyclo(3.2.11oct-3-yl)aminoJacetyl]- (9CI) (CA INDEX 
NAME) 

Relative stereochemistry. 




RN 596816-30-7 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 1- { ( ( (3-exo) -8- (6-chloro-2-pyridinyl)-8- 

a xabicyclo ( 3. 2. l)oct-3-yl) amino) acetyl) -4, 4-difluoro-. dihydrochloride 
(9CI) (CA INDEX NAME) 



Relative stereochemistry. 
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L4 ANSWER 19 OF 23 HCAPLUS COPYRIGHT 2007 ACS on STN (Continued) 



CI 




• 2 HC1 



RN 596816-31-8 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4 , 4-dif luoro-1- (J [ ( 3-exo) -8- ( 4-methyl-2- 

pyridinyl)-B-azebicycloI3 .2 . lloct-3-ylJamino]acetyl]-, trihydrochloride 
(9CI) (CA INDEX NAME) 

Relative stereochemistry. 




• 3 HC1 



RN 596916-32-9 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, l-[ { { (3-exo) -8- (5-bromo-2-pyridinyl ) -8- 

azabicyclo[3.2 . l)oct-3-yl J amino] acetyl) -4. 4-difluoro-. dihydrochlorida 
(9CI) (CA INDEX NAME) 

Relative stereochemistry. 
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• 2 KC1 



RN 596816-33-0 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 

1- I { I (3-exo) -8- (3-cyano-6-methyl-2-pyridinyl)-B- 

azabicyclo [3. 2. l]oct-3-yl] amino] acetyl J -4, 4-difluoro-, dihydrochloride 
(9CI) (CA INDEX NAME) 

Relative stereochemistry. 




• 2 HCl 



RN 596816-34-1 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 1- 1 1 I (3-exo) -8- (6-cyano-3-pyridazinyl) -8- 

azabicyclo[3.2.1]oct-3-yl]ainino]acetyl]-4, 4-difluoro- (9CI) (CA INDEX 
NAME) 

Relative stereochemistry. 




RN S96816-35-2 HCAPLUS 



L4 ANSWER 19 OF 23 HCAPLUS COPYRIGHT 2007 ACS on STN (Continued) 
CN 2-Pyrrolidinecarbonitrile, 1-U I ( 3-exo) -8 - ( 6-chloro- 3-pyrida zinyl ) -8- 

azabicyclo (3. 2.1 | oct-3-yl) amino] acetyl) -4, 4-difluoro-, dihydrochloride 

(9CI) (CA INDEX NAME) 

Relative stereochemistry. 




• 2 HCl 

RN 596816-36-3 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, l-( [ [ { 3-exo) -8- ( 4-chloro-2-pyrimidinyl ) -8- 
atabicyclo[3. 2 . l]oct-3-yl)amino)acetyl]-4, 4-difluoro-, dihydrochloride 
(9CI) (CA INDEX NAME) 

Relative stereochemistry. 




• 2 HCl 



RN 596816-37-4 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, l-[ [ I ( 3-exo) -8- ( 6-chloropyrazinyl) -8- 

azabicyelo[3.2.1]oct-3-yl)amino]acetylJ-4, 4-difluoro-, dihydrochloride 
(9CI) (CA INDEX NAME) 

Relative stereochemistry. 
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CI 




• 2 HCl 



RN 596816-38-5 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 1-1 [ ( ( 3-exo ) -8- (2-chloro-4 -pyrimidinyl ) -8- 
azabicyclo[3.2 . 1] oct- 3-yl J amino] acetyl] -4 , 4-difluoro-, dihydrochloride 
(9CI) (CA INDEX NAME) 

Relative stereochemistry. 



ci 




• 2 HCl 



RN 5 96816-39-6 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, l-[ [ ( (3-exo) -8- { 6-chloro- 4 -pyrimidinyl ) -8- 
azabicycloI3.2 .1] oct- 3-yl ]amino] acetyl] -4 , 4-difluoro-. dihydrochloride 
(9CI) (CA INDEX NAME) 

Relative stereochemistry. 
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L4 ANSWER 19 OF 23 HCAPLUS COPYRIGHT 2007 ACS on STN (Continued) 




• 2 HC1 



RN 596816-4 0-9 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, l-l U ( 3-exo) -8- (S-cyanopyrazinyl ) -8- 

azabicyelo(3.2 . 1 ] oct-3-yl) amino) acetyl) -4, 4 -dif luoro-, hydrochloride 

(2:3) 

(9CI) (CA INDEX NAKE) 
Relative stereochemistry. 




• 3/2 HC1 



RN 596816-41-0 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4, 4-di f luoro-1- [ I { (3-exo)-6- [2- (methylthio) -4- 
pyrimidinyl) -8-azabicyclo[ 3. 2. l)oct-3-yl] amino) acetyl}-, dihydrochlor ide 
(9CI) (CA INDEX NAME) 

Relative stereochemistry. 
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SHe 




• 2 HC1 

RN 596816-42-1 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4, 4-dif luoro-1- [ I [ ( 3-exo) -8- (2-thiazolyl ) -8 
azabicycloI3.2.1)oct-3-ylJa»ino]acetyl)- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 




RN 596616-43-2 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4, 4-dif luoro-1- ( ( f ( 3-exo) -8- (2-quinolmyl ) - 
azabicyclo(3.2.1]oct-3-yl]amino}acetyl)-, tr ihydr ochlor ide (9CI) (CA 
INDEX NAME) 

Relative stereochemistry. 




#3 HCl 



L4 ANSWER 19 OF 2 3 HCAPLUS COPYRIGHT 2007 ACS on STN (Continued) 

RN 596816-44*3 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 

4, 4 -dif luoro-1- [ [ ( (3-exo) -8- ( 2-quinoxalinyl ) -8- 

azabicyelo[3.2.i)oct-3-yl)amino)acetyl]-, dihydrochlor ide (9CI) (CA 

INDEX 

NAKE) 

Relative stereochemistry. 




• 2 HCl 



RN 596816-45-4 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 1- I ( t (3-exo) -8- (2-benzothia zolyl ) -8- 

azabicyelc(3.2.1Joct-3-yl)araino)acetylJ-4, 4 -dif luoro-, dihydrochlor ide 
(9CI) (CA INDEX NAKE) 

Relative stereochemistry. 




• 2 HCl 



RN 596816-4 6-5 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 1- ( ( ( ( 3-exo) -8- (2-benzoxazolyl ) -8- 

azabicyclo[3.2.1]oct-3-ylJamino)acetyl]-4, 4-difluoro- (9CI) (CA INDEX 
NAKE) 
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RN 596816-47-6 HCAPLUS 

CN 8-Azabicyclo(3.2. 1 ) oct«n-3-amine , 

8-{(2E)-3-(l, 3-benzodioxol- 5-yl) -l-oxo-2- 

propenyl) -N- (2- <2-cyano-4, 4-di f luoro- 1 -pyrrol idinyl ) -2-oxoethyl ) - . 

(3-exo)- (9CI) (CA INDEX NAME) 



CN 

F 



RN % 596816-48-7 HCAPLUS 

CN * 8-Azabicyclo[3.2.1}oct«n-3-amine, N- [2- (2-cyano-4, 4-dif luoro-1- 

pyrrolidinyl) -2-oxoethyl] -8- I (2E) -l-oxo-3-phenyl-2-propenyl)-, (3-exo) 
(9CI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 




RN 596816-4 9-8 HCAPLUS 

CN 2-Pycrolidinecarbonitrile, 1- [ { ( 1- ( 5-cyano-2-pyridinyl) -3- 

piperidinyl)aminoJacetyH-4, 4-difluoro- (9CI) (CA INDEX NAME) 



Relative stereochemistry. 
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L4 ANSWER 19 Or 23 HCAPLUS COPYRIGHT 2007 ACS on STN (Continued) 

r 

r 
r 

F 

RN 596616-S1-2 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 

4. 4-dif luoro-1- ( [{ (3-endo) -8- (2-pyrimidinyl ) -8 - 

azabicyclo[3.2.1)oct-3-yl]araino]ecetyl)- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 




RN 596616-52-3 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4, 4-dif luoro-1- t I [ (3-exo)-9-pyrazinyl-9- 
a2abicyclo(3.3.1Jnon-3-yl]amino]acetyl)-, dihydrochloride (9CI) (CA 

INDEX 

NAME) 

Relative stereochemistry. 
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• 2 HC1 



RN 596616-53-4 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile. 1- [(1 ( 3-exo) - 9- { 5-cyano- 2-pyr idiny 1 ) - 9- 

azabicyclo[3.3.1]non-3-yl)amino|acetyl]-4, 4-difluoro-, dihydrochloride 
(9CI) (CA INDEX NAME) 

Relative stereochemistry. 




• 2 KC1 



RN 596816-54-5 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 1- { I I (3-exo) -9- ( 2-benzoxa zolyl ) -9- 

azabicyclol 3 . 3. 1 J non-3-yl J amino] acetyl } -4 , 4-difluoro-, monohydrochlor ide 
(9CI) (CA INDEX NAME) 

Relative stereochemistry. 
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• HC1 



RN S96816-56-7 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 

4, 4-dif luoro-1- [ { | (3-endo)-9- (2-pyrimidinyl) -9- 

azabicyclo[3. 3. l]non-3-yl]amino] acetyl]- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 




RN 596816-59-0 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4, 4-dif luoro-1- ( [ ( 1- ( 2 -pyr idinyl ) - 4- 

piperidinyl]amino}acetyl]-, dihydrochloride (9CI) (CA INDEX NAME) 



L4 ANSWER 19 OF 23 HCAPLUS COPYRIGHT 2007 ACS on STN (Continued) 




{ «2 HC1 




RN 596816-61-4 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4, 4 -di f luoro- 1- ( I (1- (2-pycimidinyl) -4- 
piperidinyl] amino] acetyl] -, dihydrochloride (9CI) (CA INDEX NAME) 




• 2 HC1 



c=o 



RN 596816-63-6 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4, 4-dif luoro-1- [ [ (1- (4-pyrimidinyl) -4- 

piperidinyl]amino]acetyl}-, tr ihydrochloride (9CI) <CA INDEX NAME ) 



10507005 
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9 



r 

c=o 



RN 596816-65-6 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4-f luoro-1- ( [ ( l-pyrazinyl-4- 
piperidinyl)anino] acetyl]- (9CI) <CA INDEX NAME) 



9 



9 



f #5/2 HC1 

CH 2 



RN 596816-69-2 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile. 4 , 4 -di t luoro- 1- ( [ [ 1 - ( 4-methyl-2-pyr idinyl ) -4 - 
piperidinyl]anino) acetyl)-, dihydrochloride (9CI) (CA INDEX NAME) 



9 



• 2 HC1 



RN 596816-67-0 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4, 4-dif luoro-1- [ { [l-(5-methyl-2-pyridinyl) -4- 
pipet idinyl ) amino ] acetyl ] - , hydrochloride (2:5) (9CI) (CA INDEX NAME) 



RN 596816-70-5 . HCAPLU5 
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CN 2-Pyrrolidinecarbonitrile, 1- ( [ [1- (6-chloro-2-pyridinyl ) -4- 

piperidinyl J amino) acetyl] -A, 4-difluoro-, dihydrochloride (9CI) (CA INDEX 



9 

NH 

I 

c=o 



• 2 HC1 



RN 596816-71-6 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 1- I { [ 1- ( 5-chloro-2-pyr idinyl ) -4- 

piperidinyl)aniino]acecyl1-4,4-difluoro- ( dihydrochloride (9CI) (CA INDEX 



CI 
7^ 



L4 ANSWER 19 OF 23 HCAPLUS COPYRIGHT 2007 ACS on STN (Continued) 
RN 596816-72-7 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 1- [ ( [1- ( 5-broao-2-pyridinyl) -4- 

piperidinyl]amino)acetyl}-4, 4-dif luoro-, dihydrochloride (9CI) (CA INDEX 
NAME) 



9 



f H *>2 HC1 

CH 2 



RN 596816-73-8 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4, 4 -di f luoro- 1- [ [ [1- (5-nitro-2-pyridinyl) -4- 
piperidinyl)araino)acetyl)-. dihydrochloride (9CI) (CA INDEX NAME) 



9 

r 



• 2 HCl 



9 

r 

Do 
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L4 ANSWER 19 OF 2 3 HCAPLUS COPYRIGHT 2007 ACS on STN (Continued) 
RN 596816-7 4-9 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 1 - ( ( | 1- ( S-cyano-2-pyr idinyl ) -4- 
pipendinylJamino)acetyl)-4-fluoro- (9CI) <CA INDEX NAKE) 




C=0 



RN S968 16-7 5-0 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 1- U 11- ( 3-cyano-6-methyl-2-pyridinyl) -4- 

P iperidinyl)aninoJacetyl)-4, 4-difluoro-, dihydrochloride (9CI) (CA INDEX 
NAME) 
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9 

NH 

] 92 HCl 




RN 596816-76-1 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 1- ( ( (1- (6-cyano-3-pyridazinyl) -4- 

piperidinyl)aninoJacetyl) -4, 4-difluoro- (9CI) (CA INDEX NAME) 



PAGE I -A 



CN 
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RN S96816-77-2 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, l-( [ [ 1- { 6-chloro- 3-pyr idazinyl ) - 4 - 

piperidinyl) amino J acetyl) -4, 4-difluoro-, dihydrochloride (9CI) (CA INDEX 
NAME) 
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N^« 

9 



f H 9 2 HCl 

r 
I 



596816-79-4 HCAPLUS 

2-Pyrrolidinecarbonitrile, 1- { [ (1- (6-chloropyrazinyl) -4- 
piperidinyllamino] acetyl] -4, 4-difluoro-, dihydrochloride (9CI) 



k^N 

9 



596816-78-3 HCAPLUS 

2-Pyrrolidinecarbonitrile. 1- [([ 1- (4-chloro-2-pyrioidinyl) -4- 
piperidinyl)aoino]acetyl)-4, 4-difluoro-, dihydrochloride (9CI) (CA INDEX 



RN 596816-80-7 HCAPLUS ■ 

CN 2-Pyrrolidinecarbonitrile, 1- t [ 1 1- (2-chloro-4-pyr imidinyl ) -4- 

piperidinyl]amino}acotylJ-4, 4-difluoro-. dihydrochloride (9CI) (CA INDEX 
NAME) 
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HC1 



c=o 

F 



RN 596816-81-8 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 1- [ I ( 1- ( 6-chloro-4-pyrimidinyl ) -4- 

piperidinyllamino)acetyl)-4,4-difluoro-, dihydrochloride (9CI) (CA INDEX 
NAME) 




• 2 HC1 



F 



RN 596816-82-9 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 1- [ { [ 1- (5-cyanopyraiinyl) -4- 



L4 ANSWER 19 OF 23 HCAPLUS COPYRIGHT 2007 ACS on STN (Continued) 
piperidinyl)»»inoUcotyl)-«,4-difluoro- (9CI) (CA INDEX NAME) 




RN 596816-83-0 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4 , 4-dif luoro-1- ( ( [ 1- [2- (raethylthio) -4- 

pyrimidinyl]-4-piperidinyl)aminolacetyl]-, dihydrochlor ide (9CI) (CA 
INDEX NAME) 




• 2 HCl 



L4 ANSWER 19 OF 2 3 HCAPLUS COPYRIGHT 2007 ACS on STN (Continued) 
RN 596816-84-1 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4 , 4-dif luoro-1- ( ( ( 1- ( 2- thiazolyl ) -4- 

piperidinyl)amino)acetyl)-, dihydrochlor ide (9CI) (CA INDEX NAME) 



f > NH-CH2-C N ^ 

s r 



• 2 HCl 



RN 596816-85-2 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4, 4-dif luoro-1- ((( 1- ( l-methyl-4-nitro-lH- 

iraidaiol-S-yl)-4-piperidinyl)amino)acetyl]-, dihydrochloride (9CI) (CA 
INDEX NAME) 




• 2 HCl 



RN 596816-86-3 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile. 4 , 4-di f luoro-1- [ ( 1 1- (2-quinolinyl) -4- 

piperidinylUnino]acetyl)-, hydrochloride (2:5) (9CI) (CA INDEX NAME) 
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CN 2-Pyrrolidinecarbonitrile, 4 , 4-dif luoro-1- [ ( ( 1- ( 6-f luoro-2-quinolinyl) -4 
piperidinyl) amino] acetyl]-, dihydrochloride (9CI) (CA INDEX NAME) 



• 2 HCl 



RN 596816-88-5 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4 , 4-dif luoro-1- I ( ( 1- {4-n>ethyl-2-quinolinyl> -4 
piperidinyl) amino} acetyl)-, dihydrochloride (9CI) (CA INDEX NAME) 




#2 HCl 



RN 596816-89-6 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4 , 4-di f luoro- 1- ( I 1 1- ( 1-isoquinolinyl > -4- 
piperidinyl]amino)acetyl)-, dihydrochloride (9CI) (CA INDEX NAME) 




• 5/2 HCl 



RN 596816-87-4 HCAPLUS 
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r 

NH « 2 HC1 



RN 596816-90-9 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4, 4-dif luoro-1- | 1 {1- <2-quinoxalinyl) -4- 

piper idinyl } amino ] acetyl J -. hydrochloride (2:5) (9CI) (CA INDEX NAME) 



NH— CH2 _ C N 
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CN 

4. 



RN 596816-92-1 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 1- [( (1- (2-benzoxazolyl) -4- 

piperidinyl)amino)acetyll-4,4-difluoro- (9CI) (CA INDEX NAME) 

CN 

ii X 

f NH-CH2-C— N > 

QCr°^ t" 

RN 596816-93-2 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 1- [ ( (1- ( 5-amino-2-pyr idinyl ) -4- 

piperidinyl)amino)acetyl) -4, 4-difluoro-, trihydrochloride (9CI) . (CA 

INDEX 

NAME) 



• 5/2 HCl 



RN 596816-91-0 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 1- [ I [ 1- ( 2-benzothiazolyl ) -4- 

piperidinyl]amino)acetyl]-4, 4-difluoro-, dihydrochloride (9CI) (CA INDEX 
NAME) 
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• 3 HCl 



RN 596616-94-3 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 

4, 4-dif luoro-1- { | (1- (6-phenyl-3-pyridazinyl)-4- 

piperidinyl ) amino] acetyl ) - (9CI) (CA INDEX NAME) 
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PAGE 2-A 

I 
F 



RN S96616-9S-4 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 

4, 4-dif luoro-1- [ [( 1- < 1-phenyl- 1H- tetrazol-5-yl ) - 

4-piperidinyl) amino) acetyl}-, dihydrochloride (9CI) (CA INDEX NAME) 



CN 

Ph O J 

N N F 



• 2 HCl 



RN 596816-96-5 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 1- t ( (1- (4, 6-dimethoxy- 1 , 3, S- tr xazin-2-yl ) -4- 

piperidinyl) amino] acetyll -4, 4-difluoro-, dihydrochloride (9CI) (CA INDEX 
NAME) 



PAGE 1-A 



"Vr° 

N^N 



r 

CH 2 



RN 596816-97-6 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4 , 4-dif luoro-1- ( ( [ (3-exo) -8- (1-phenyl-lH- 
tet razol-S-yl)-8-azabicyclo 13. 2.1 J oct-3-yll amino] acetyl]-, 

dihydrochloride 

(9CI) (CA INDEX NAME) 



10507005 



L4 ANSWER 19 OF" 23 HCAPLUS COPYRIGHT 2007 ACS on 3TN (Continued) 
Relative stereochemistry. 

Ph - 

• 2 HC1 

RN 596816-98-7 HCAPLUS 

CM 2-Pyrrolidinecarbonitrile, 4. 4-dif luoro- 1- [ ( ( (3-endo)-9- (phenylmethyl) -9- 
azabicycloI3.3.1)non-3-yl]amino)acetyl]-, trihydrochloride (9CI) (CA 
INDEX NAME) 

Relative stereochemistry. 




• 3 HC1 

RN 596819-14-3 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4- fluoro- 1- { ( { ( 3-exo) - 8-pyrazinyl- 8- 

azabicyclo[3.2.1]ect-3-yl]amino}acetyi}-, (2S,4S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 596818-15-4 HCAPLUS 
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CN 2-Pyrrolidinecarbonitrile, 4, 4-dif luoro-1- |( ( l-pyrazinyl-4- 
piperidinyl) amino] acetyl]-. (2S)- (9ci) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 596818-16-S HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 1- I I (1- (5-cyano-2-pyridinyl) -4- 

piperidinyl]amino)acetyl}-4, 4-difluoro-, <2S>- (9CI) (CA INDEX HAME ) 

Absolute stereochemistry. 





RN 596818-17-6 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 1- ([ (1- ( 6-chloro-3-pyridazinyl ) -4- 

piperidinyl]araino)acetyl}-4, 4-dif luoro-, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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F 



RN 596818-18-7 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 1- [ [ [ 1- (6-cyano-3-pyridazinyl) -4- 

piperidinyl]aaino)acetyl]-4, 4-difluoro-, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




F 



RN 59916S-24-9 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4, 4-dif luoro-1- { ( [ ( 3-endo ) -B-pyrazinyl-8- 
azabicyclo{3.2.1}oct-3-yl)amino)acetylJ-, trihydrochloride (9CI) (CA 
INDEX NAME) 
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• 3 HC1 



RN 599165-25-0 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 1- [ { [ ( 3-endo) -9- ( S-cyano-2-pyr idinyl ) -9- 

azabicyclo (3.3.1] non-3-yl ] amino J acetyl ] - 4 , 4-dif luoro- , dihydrochldr ide 
(9CI) (CA INDEX NAME) 

Relative stereochemistry. 




• 2 HC1 



RN 599165-26-1 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, l-[[( ( 3-endo) -9- (2-benzoxazolyl) -9- 

azabicyclo [3. 3. l)non-3-yl) amino] acetyl | -4, 4-dif luoro-, dihydrochloride 
(9CI) (CA INDEX NAME) 

Relative stereochemistry. 



Relative stereochemistry. 
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• 2 HC1 

RN 599165-36-3 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile. 4, 4-dif luoro-1- [ [ ( (3-exo) -8- (2-pyrimidinyl ) -8- 
azabicyelo[3.2.1]oct-3-ylJamino}acetyl]-, (2S)- <9CI> (CA INDEX NAME) 

Absolute stereochemistry. 
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CN 



AB 2-Pyrrolidinecarbonitrile derivs. and related compds., e.g., I or unsatd. 
analogs IX is CH2, CH, S, O, NH, N, CO, CF2, CF, CH-Y, or C-Y; Z is CH2, 
CH, CF2, CF, C-Y or CH-Y (Y is halo, OH, or alkyloxy; one of X or Z must 
be CH2 or CH) ; G is (fused) 2-pyrrolidinyl or 2-piperidinyl) , were 

prepared 

as inhibitors of dipeptidyl peptidase IV (DPP IV) for the treatment of 
neurol. disorders, diabetes, inflammatory disorders, and other diseases. 
Thus, 2-cyano-4-fluoro-l- ( cyclohexylglycyl ) pyrrolidine hydrochloride was 
prepared via peptide coupling reaction and showed IC50 • 6.5 nH for 
inhibition of DPP IV. 
IT SS6B35-00-8P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of pyrrolidinecarbonitrile derivs, and related compds. as 
inhibitors of dipeptidyl peptidase IV) 
RN S56635-00-8 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4- f luoro- 1- [ ( tr icyclo [ 3 . 3 . 1 . 1 3, 7 )dec- 1- 
ylamino)acetyl)-, monohydrochlor ide, (25)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




• HC1 
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Inhibitors of dipeptidyl peptidase IV and methods for 

treating neurological and other diseases 
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OTHER SOURCE (5) : 



MARPAT 139:97270 



AB Novel inhibitors of dipeptidyl peptidase IV (DPP IV; EC 3.4.14.5), such 



N-substituted cyanopyrrolidin 
therapeutically effective amt 
treating medical conditions a 
described herein are useful 



compds., pharmaceutical compns. comprising 
of such inhibitors, and novel methods of 
provided. The novel inhibitors of DPP IV 

the treatment of neurol. disorders, 



diabetes, inflammatory disorders such as arthritis, obesity, 
osteoporosis, 

and of such other enumerated conditions as can be treated with inhibitors 
of DPP IV. Thus, many potential DPP IV inhibitors were synthesized. One 
such compound, 2-cyano-4-f luoro- l-(octahydroindole-2-carbonyl) pyrrolidine 
HC1, was found to inhibit DPP IV in vitro, with ICSO 6.2 nM. Such 
compds . 

also protected neurons in spinal cord slices from the neurotoxin 
L- {-) -threo-3-hydroxyaspartic acid. 
IT 556835-00-8P 

RL: BSU (Biological study, unclassified); SPN (Synthetic preparation); 

THU 

(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(inhibitors of dipeptidyl peptidase IV and methods for treating 

neurol . 
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and other diseases) 
RN 556835-00-6 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4-f luoro- l-( ( tr icyclo [ 3 . 3 . 1 . 13, 7)dec-l- 
ylamino)acetyl)-, monohydrochloride, <2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



IT 557771-18-3 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses)' 
(inhibitors of dipeptidyl peptidase IV and methods for treating 

neurol . 

and other diseases) 
RN 557771-18-3 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4-fluoro-l-( ( tricyelo(3 . 3 . 1 . 13, 7)dec-l- 
ylanino) acetyl)-, (25)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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A 

•fx 

N 



AB Novel compds. I [X • H or alkyl; R - isopropyl-, benzyl-, naphthylethyl- , 
or mesitylsulfonyl, (un)substituted cycloalkylsulfonyl or eryl, 
benzoxazolyl; A undefined] were prepared for inhibiting serine proteases 
such as dipeptidyl peptidases (e.g., DPP-IV) . Thus, { 2S , 4S ) - 4 - f luoro- 1 - 
[ [ {1- {isopropylsulf onyl) -4 -piper idinyl J amino) acetyl ) - 2- 
pyrrolidinecarbonitrile hydrochloride was prepared by alkylation of 
l-(isopropylsulfonyl)-4-piperidinamine hydrochloride (preparation given) 

with 

(2S, 45) -1- (bromoacetyl)-4-fluoro-2-pyrrolidinecarbonitrile. 
IT 483365-63-5P 483365-64-6P 48336S-67-9P 

483365-66-0P 483365-69-1P 483365-70-4P , 

48336S-71-5P 483365-72-6P 483365-73-7P 

483365-74-8P 483365-75-9P 483365-76-OP 

483365-80-6P 483365-81-7P 483365-B2-8P 

48336S-B3-9P 48336S-84-OP 483365-BS-1P 

483365-86-2P 483365-93-1P 483365-94-2P 

483365- 9S-3P 483365-98-6P 48336S-99-7P 

483366- 00-3P 483366-01-4P 483366-02-5P 
4B3366-03-6P 483366-04-7P 4B3366-06-9P 
483366-07-0P 4B3366-08-1P 483366-99-0P 
483973-61-1P 483973-62-2P 483973-63-3P 
483973-64-4P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of f luoropyr rolidinecarbonitrile derivs. as dipeptidyl 
peptidase inhibitors) 
RN 483365-63-5 HCAPLUS 

CN 2- Pyrrol idinecarbonitr ile, 4-f luoro- 1- I ( (1- I ( 1-methylethyl ) sul f onyl ) -4 - 
piperidinyl]araino)acetyl]-, monohydrochloride, (23. 4S)- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 



RN 483365-64-6 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 

4, 4-difluoro-l- t [ [l-( ( 1-methylethyl) sul f onyl] -4 - 

piperidinyl)amino)acetyl)-, (25)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. * 



CN ° 
RN 483365-67-9 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4-fluoro-l- (HI- (phenylmethyl)-4- 

piperidinyl] amino) acetyl)-, monohydrochloride. (2S.4S)- (9CI) {CA INDEX 
NAME) 

Absolute stereochemistry. 



• HC1 



RN 483365-68-0 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4-f luoro-1- [ | [1- (4- f luorophenyl > -4- 

piperidinyl)amino|acetyl)-, monohydrochloride, (25. 4S)- (9CI) (CA INDEX 
NAME) 
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Absolute stereochemistry. 




,0" 

F 



• HC1 



RN 463365-69-1 HCAPLUS 

CN 2-Pyrrolidinecerbonitrile, 1- [ I 1 1- (4-cyanophenyl) -4- 

piperidinyl J amino] acetyl] -4-fluoro-, monohydrochloride, (25,43)- (SCI) 
(CA INDEX NAME) 

Absolute stereochemistry. 




F 



• HC1 



RN 463365-70-4 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 1- E ( (1- (4-cyano-3-£luorophenyl)-4- 

piperidinyl] amino) acetyl ) -4- fluoro-, monohydrochloride, (25, 4S)- (9CI) 
(CA INDEX NAME) 
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Absolute stereochemistry- 




/ 

F 

• HC1 

RN 483365-71-5 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 1- { [ {1- <4-cyano-3, 5-dif luorophenyl) -4- 

piperidinyl]amino]acetyl]-4-fluoro-, monohydrochloride, (23,45)- (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 



F 




• HC1 

RN 48336S-72-6 HCAPLUS 
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CN 2-Pyrrolidinecarbonitrile, 1- I [ I 1- ( 3-cyano- 5- f luorophenyl ) -4- 

piperidinyl] amino] acetyl) -4-fluoro-, monohydrochloride, (2S.4S)- (9CI) 

(CA INDEX NAME) 

Absolute stereochemistry. 



CN 




F 



• HC1 



RN 463365-73-7 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 1- [[[ 1 -( 3 . 5-di f luorophenyl ) -4- 

piperidinyl}amino]acetyl]-4-fluoro-, monohydrochloride. (2S,45)- (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 




Or 

/ 



• HCl 

RN 463365-74-8 HCAPLUS 
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CN 2-Pyrrolidinecarbonitrile, 4-fluoro-l- [ ( [trans-4- (4- 

f luorophenyl)cyclohexyl)araino]acetyl] -. monohydrochloride, (25, 4S)- (9CI) 

(CA INDEX NAME) 

Absolute stereochemistry. 




F 



• HCl 



RN 4B3365-75-9 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4-fluoro-l- [[ (cis-4- (2- 

pyridinyl)eyclohexyl]amino)acetyl)-, monohydrochloride, (2S.4S)- (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 




• HCl 



RN 46336S-76-0 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile. 4-f luoro-1 - [( [trans-4- (2- 

pyridinyl)cyclohexyl]amino]acetyl]-, monohydrochloride. (2S.4S)- (9CI) 
(CA INDEX NAME) 
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Absolute stereochemistry. 




• HC1 



RN 483365-60-6 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile. 4-fluoro-l-( [ [1- (4-nitrophenyl) -4- 
piperidinyl]amino)acetyl)-, (25, 4S)- (9CI) (CA INDEX NAME ) 

Absolute stereochemistry. 




F 



RN 483365-81-7 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4-fluoro-l-[ I [1- [4- ( tr i f luoromethyl I phenyl ) -4 - 
piperidinyl)amino)acetyl] -, raonohydrochloride, (2S.4S)- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 
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r 



• HCl 



RN 483365-82-8 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 1- I I ( 1 - { 2-benzoxazolyl ) -4- 

piperidinyl ) amino) acetyl ) -4-fluoro-, monohydrochloride, (23, 4S)- (9CI) 
(CA INDEX NAME) 



Absolute stereochemistry. 




• HCl 



RN 483365-83-9 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 1- f( 1 1- I [ 1 ( 1R. 45) -7, 7-dimethyl-2- 

oxobicyclo(2 .2. l]hept-l-yl)methyl)sulfonyl) -4-piperidinyl) amino J acetyl J -4- 
fluoro-, monohydrochloride, (2S.4S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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W// 



• HCl 



RN 483365-84-0 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4-£luoro-l-{ [ [l-( (phenylmethyl > sul f onyl ) -4- 

piperidinyl)amino)acetyl]-, monohydrochloride, <2S,4S)- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 



RN 483365-85-1 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4-fluoro-l- [ [ {1- [ 12- (1- 

naphthalenyl) ethyl) sulfonyl] -4 -piperidinyl ) amino) acetyl ) - 
monohydrochloride, (2S.4S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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• HCl 

RN 483365-86-2 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4-fluoro-l- [J ( 1- { (2,4,6- 

trime thylphenyl) sul f onyl} -4-piperidinyl] amino) ace tyl ) - 

monohydrochloride, 

(2S,4S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



JO 




A" 



483365-93-1 HCAPLUS 

2-Pyrrolidinecarbonitrile, 4-fluoro-l- f ( [4-methyl-l- [ (1- 
methylethyl)sulfonyl)-4-piperidinyl)amino]acetyl)-, monohydrochloride 
(2S.4S)- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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T » i 




CN ° 



• HC1 

RN 483365-94-2 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4-fluoro-l-[ [ { 1 - I ( 1-methylethyl ) sul f onyl ] - 4- 
piperidinyllaiaino)ecetylJ-, (2S.4S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



V 



CN ° 

RN 493365-95-3 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 

4,4-difluoro-l-{ f[l-{ (1-raethylethyl) sulf onyl] -4- 

piperidinyl]aoino)acetyl)-, monohydrochloride, <2S)- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 
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RN 483365-98-6 HCAPLUS 

CN 2-Pyrrolidinec*rbonitrile, 4- tluoro-1- I [ [ I- (phenyloethyl ) - 4- 
piperidinyl].mino)acetylJ-. (25. 4S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



9y> 



RN 483365-99-7 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4-rluoro-l- ( ( (1- ( 4-fluorophenyl) -4- 
piperidinyl]amino}acetylJ~, (2S.4S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



0 



RN 483366-00-3 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 1- I [ [ 1- (4-cyanophenyl) -4- 
piperidinyl}amino]acetyl]-4-fluoro-, (2S.4S)- <9CI) 

Absolute stereochemistry. 



(CA INDEX NAME) 
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F 



RN 483366-01-4 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, l-{ [ [1- (4-cyano-3-f luorophenyl)-4- 

piperidinyl]amino)acetyl]-4-fluoro-, (2S.4SJ- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 483366-02-5 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, l-( I [1- (4-cyano-3, S-dif luorophenyl) -4- 

piperidinyl)aminol«cetyl]-4-fluoro-, (2S,4S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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0 ™ 

/ 
r 

RN 463366-03-6 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 1- [ ( (1- (3-cyano-S- f luorophenyl) -4- 

piperidinylJamino|acetyl)-4-fluoro-. (2S.4S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




F 

RN 483366-04-7 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile. 1- ( I 1 1- ( 3 , 5-di f luorophenyl ) -4 - 

piperidinylJaminoJacetyl)-4-fluoro-. (2S,4S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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F 



RH 463366-06-9 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4-f luoro-1- [ I [1- [ (phenylmethyl ) sul f onyl ) -4- 
piperidinyl]amino]aeetyl)-, (2S.4S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 




RN 403366-07-0 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4- f luoro-1- [ { ( 1- I 12- ( 1- 

naphthalenyl) ethyl ] sul f onyl) -4-piperidinyl] amino] acetyl)-, (2S, 4S)- (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 
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RN 463366-08-1 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4-f luoro-1- |( 1 1- [ (2, 4. 6- 

trimethylphenyl)sulfonyl]-4-piperidinylJamino)acetyll-, (2S.4S)- (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 




/ 



RN 483366-99-0 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 1- t [ { 1- (2-benzoxazolyl) -4- 

piperidinyl]araino| acetyl] -4-f luoro-, (25, 4S) - ( 9CI ) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 483973-61-1 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 

4-f luoro-1- { [ (4-phenylcyclohexyl) amino} acetyl] - 

, monohydrochloride, (2S,4S)- (9CI) (CA INOEX NAME) 

Absolute stereochemistry. 




• HC1 



RN 483973-62-2 HCAPLUS 

CN B-Azabicyclot3.2.1)octane-8-carboxylic acid, 3- [ [ 2- [ ( 2S , 43 ) -2-cyano-4- 

fluoro-l-pyrrolidinyl)-2-oxoethyl] amino] -, ethyl ester, monohydrochloride 
(9CI) (CA INDEX NAME ) 

Absolute stereochemistry. 




• HCl 

RN 483973-63-3 HCAPLUS 



L4 ANSWER 22 OF 2 3 HCAPLUS COPYRIGHT 2007 ACS on STN (Continued) 
CN 2-Pyrrolidinecarbonitrile, 4- f luor o- 1- [| ( 4 - ( 4 - 

(trifluoromethyl) phenyl Jcyclohexyl] amino J acetyl}-, monohydrochloride, 

(2S,4S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




.- 



• HCl 



RN 483973-64-4 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 

1-f ( 14- (1, l-dimethylethyl)cyclohexyl) amino Jacet 

yl] -4-f luoro-, monohydrochloride, (2S.4S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




• HCl 



IT 483366-77-4P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of t luoropyr rol idineca rbonitr i le derivs. as dipeptidyl 
peptidase inhibitors) 
RN 4 B 3366-77-4 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, l-U(l-tll(lR.4S)-7, 7 -dime thy 1-2- 
oxobicyclo (2. 2. 1 ] hept- 1-ylJ methyl Jsulf onyl] -4 -piper idinyl] amino) acetyl J -4- 
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fluoro-. (2S,45>- (9CI) (CA INDEX NAME) 



Absoluts stereochemistry. 



(Continued) 
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OTHER SOURCE IS) : 



AB Cyanopyrrolidine derivs. represented by the general formula (I) or 
pharmaceutically acceptable salts thereof (wherein Rl is halogeno, 
hydroxyl, Cl-5 alkoxy, or Cl-S alkyl or, and R2 is hydrogen, halogeno, 
hydroxyl, Cl-5 alkoxy, or Cl-5 alkyl or alternatively Rl and R2 are 

united 

to form oxo, hydroxyiraino, Cl-5 alkoxyimino. or Cl-S alkylidene; R3 and 



R4 



for 



are each hydrogen, halogeno, hydroxyl, Cl-5 alkoxy, or Cl-5 alkyl or 
alternatively R3 and R4 are united to form oxo, hydroxyimino, Cl-5 
alkoxyimino, or Cl-5 alkylidene; X is oxygen or sulfur; Y is CR5R6 
(wherein R5 and R6 are each independently hydrogen, halogeno, or the 

) 

or CR7R8CR9R10 (wherein R7, R8, R9, and R10 are each independently 
hydrogen, halogeno, or the like, or alternatively R7 and R9 together with 
the carbon atoms adjacent thereto form C3-8 cycloalkyl or the like); and 

is hydrogen or optionally substituted Cl-10 alkyl, or alternatively Y and 
Z together with the nitrogen atom adjacent thereto form optionally 
substituted cyclic C2-10 amino} are prepared These compds . are useful 

Thus, 



the prevention or treatment of diabetes and immune diseases. 
N-acylation of (2S, 4S) -2- (aminocarbonyl) -4- f luoropyr rolidine 
hydrochloride 

using 1-hydroxybenzotriazole with (2S, 33) -2- ( 9- 
fluorenylmethoxycarbonylamino)-3-methylpentanoic acid with and 
l-ethyl-3- (3-dimethylaminopropyl)carbodiimide hydrochloride in the 
presence of diisopropylethylamine in DMF/THF at room temperature 
overnight gave 

< 2S.4S) -2- (aminocarbonyl ) -l-{ (2S, 3S> -2- { 9- f luorenylmethoxycarbonylamino) - 3- 
raethylpentanoyl) -4-f luoropyr rolidine which was treated with 
trif luoroacetic anhydride In THF under ice-cooling for 1.5 h to give 
(2S, 4S)-2-cyano-l- [ (2S, 3S)-2- ^-fluorenylraethoxycarbonylaraino^- 
methylpentanoyl | -4- £ luoropyrrolidine (II). N-deprotection of II by 
treatment with diethylamine in 1, 2-dichloroethane under ice-cooling for 

30 

ain and at room temperature for 5 h followed by treatment with 4 M 
HCl/dioxane 
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and purifn. on silica gel column gave (2S, 4S) -1- [ (2S, 3S) -2-araino-3- 
methylpentanoyl) -2-cyano-4- f luoropyr rolidine hydrochloride (III). Ill 
showed IC50 of 0.6 nM against DPPIV . 

IT 42684 4-01- IP, (25, 4S>-1- ( (2-Adamantylanino) acetyl] -2-cyano-4- 
fluoropyrrolidine hydrochloride 426844-02-2P, 

(2S, 4S) -2-Cyano-4-f luoro-1- ( ( ( 1-hydroxy- 3-adamantyl ) amino ) acetyl J pyrrol idi 
ne hydrochloride 426844-03-3P, (23, 43) -1- I [ ( 1-Methoxy- 3- 
adamantyl) amino) acetyl ] -2-cyano- 4-f luoropyr rolidine hydrochloride 
426844-04-4P, (2S, 4S)-l-( (1-Adaraantylamino) acetyl) -2-cyano-4- 
f luoropyrrolidine hydrochloride 428508-72-9P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of 2-cyanopyrrolidine derivs. as dipeptidyl peptidase IV 
inhibitors for prevention or treatment of diabetes and immune 



s) 



dis 

RN 426844-01-1 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4-f luoro-1- [ (tricyclo{3 . 3 . 
ylamino) acetyl ) -, monohydrochloride , (2S,45)- (9CI) 

Absolute stereochemistry. 



1.13,7]dec-2- 
(CA INDEX NAME) 




• HC1 

RN 426844-02-2 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 

4-fluoro-l-[ [ (3-hydroxytricyclo(3.3.1. 13, 7)dee- 

1-yl) amino) acetyl)-, monohydrochloride, (2S.4S)- 

Absolute stereochemistry. 



(9CI) (CA INDEX NAME) 




• HC1 
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RN 426844-03-3 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 

4-fluoro-l- | ( 13-raethoxytricyclo[3.3. 1.13, 7|dec- 

l-yl)*minoUcetylJ-. monohydrochloride, (2S,4S)- (9CI) <CA INDEX NAME) 

Absolut* stereochemistry. 




• HC1 



RN 426644-04-4 HCAPLUS 

CN 2-Pyrrolidinecarbonitrile, 4-fluoro-l-t (trieyclo[3. 3. 1 .13. 7jdec-l- 

yl*mino>*cetylJ-, monohydrochloride, 12S.4S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




• HCl 



L4 ANSWER 23 OF 23 HCAPLUS COPYRIGHT 2007 ACS on STN (Continued) 




• HCl 

REFERENCE COUNT: 2 THERE ARE 2 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE 

FORMAT 



RN 42B508-72-9 HCAPLUS 

CN 2-Pyrrolidinecerbonitrile, 

4-£luoro-l-[ [ <l-methoxytricyclo[3.3.1.13,7]dec- 

2-ylUmino]acetyl]-, monohydrochloride, (2S,4S)- <9CI) {CA INDEX NAME) 



Absolute stereochemistry. 



10507005 



=> log y 

COST IN U.S. DOLLARS SINCE FILE TOTAL 

ENTRY SESSION 

FULL ESTIMATED COST 129.01 301.32 

DISCOUNT AMOUNTS (FOR QUALIFYING ACCOUNTS) SINCE FILE TOTAL 

ENTRY SESSION 

CA SUBSCRIBER PRICE -17.94 -17.94 
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